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readily by the most fastidious patient. And, once 
tasted, LUCOZADE is never refused. It is 


the perfect answer to a sick-room problem. 


Lucozade 


AN IMPROVED FORM OF GLUCOSE THE! 
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cloy the palate. It can even be nauseating. But 
not so LUCOZADE, the sparkling glucose drink 


which is so delicious and refreshing that it is taken 


Many patients dislike glucose. It is apt to 
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_ Laxatives 
for Children 


To aid the Physician in 
choosing a laxative for 
children, we give the chief 
characteristics of Andrews. 
The dosage is easily adjusted 
according to age. Andrews 
is pleasant tasting, and 
children accept it readily. 

“Its laxative action is mild, 
and is due to the presence 
of magnesium sulphate and 
other salts in balanced 
proportion which increase 
the fluid content of the 
bowel - by osmotic action 


and so lead to easy non- 


griping evacuation. 
Andrews has a _ soothing 
effect on the stomach, 
stimulates the bile-flow and 
generally aids digestive 
processes. It is also useful 
as a gastric sedative in 
bilious attacks. Andrews 
has mo costive reaction 
when discontinued. 


Active constituents : 
Tartaric Acid «. 24:600% 
Sodium Bicarbonate 25.142% 
Magnesium Sulphate ~ 19.000% 

(.P.C, Batic) ps 
Sugar .. eb se 3.250% 
Saccharin 0.008 % 


A MEDICAL SAMPLE IS AVAILABLE FREE ON REQUEST 


Andrews 


LIVER SALT 
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THE NEUROLOGY OF JOHN HUNTER’S LAST ILLNESS 


BY 


Sir RUSSELL BRAIN, D.M., P.R.C.P. 


John Hunter’s angina has often been described, but less 
attention has been paid to the neurological symptoms 
of his last illness. These were unusual enough to be 
intrinsically interesting, and they derive an added interest 
from the fact that the account of them given by Home 
(1794), John Hunter’s brother-in-law, was clearly de- 
rived from Hunter himself and includes his own attempt 
to interpret them. 


The First Symptoms 


Home, alluding to the year 1776, when Hunter was 
48 years of age, writes as follows: 


“Towards the end of the spring he was seized with a 
very severe and dangerous ifiness, in consequence of anxiety 
of mind from being obliged to pay a large sum of money 
for a friend, for whom he had been security, and which his 
circumstances made extremely inconvenient. 


“ At two o’clock in the forenoon he eat some cold chicken 
and ham, and drank a little weak punch ; immediately after 
this he went eight miles in a post-chaise. While he was on 
the journey he had tiie feel of having drank too much, but 
passed the remainder of the day tolerably well; at twelve 
o’clock at night his stomach was a little disordered, for 
which he took some caraways, and went to bed; he had no 
sooner lain down than he felt as if suspended in the air, 
and soon after the room appeared to go round ; the quick- 
ness of this motion seemed to increase, and at last was very 
rapid ; it continued for some time, then became slower and 
slower till the whole was at rest; this was succeeded by 
vomiting, which was encouraged, and gave him a good 
night’s rest; next day he was tolerably well, but fatigued ; 
the morning after, thinking himself quite recovered, he went 
out before breakfast, drank some tea and eat some bread 
and butter, which he was not accustomed to do. At eleven 
o'clock, he felt his stomach much in the same state as 
before ; in about half an hour, the sensation of the room 
appearing to turn, recommenced, and continued for some 
time, but not with such violence as in the last attack ; he 
became sick and vomited; the sensation of himself and 
every thing else going round, went off, but that of being 
suspended in the air continued, with a giddiness; he now 
could hardly move his head from an horizontal position, 
and about two o’clock was brought home in his carriage, 
the motion of which was very disagreeable, giving the sensa- 
tion of going down, or sinking. 

“ After he went to bed, the giddiness and the idea of 
being suspended in the air increased, and the least motion 
of the head upon the pillow appeared to be so great that 
he hardly durst attempt it; if he but moved his head half 
round, it appeared to be moving to some distance with 
great velocity; the idea he had of his own size was that 
of being only two feet long, and when he drew up his foot, 
or pushed it down, it appeared to him to be moving a vast 
way. His sensations became extremely acute or heightened ; 
he could not bear the least light, so that although the 


window-blinds were shut, a curtain and blanket were 
obliged to be hung up against it, the fire to have a skreen 
before it, and the bed-curtains to be drawn; he kept his 
eyelids closed, yet if a lighted candle came across the room, 
he could not bear it; his hearing was also painfully acute, 
but not so much increased as his sight ; the smell and taste 
were also acute, every thing he put into his mouth being 
much higher flavoured than common, by which means he 
relished what he eat ; his appetite at first was very indifferent, 
but soon became good ; his pulse was generally about sixty, 
and weak, and a small degree of heat on the skin, especially 
on the hands and feet ; he remained in this state for about 
ten days, and was obliged to be fed as he lay ; by this time 
he was rather better ; that is, he could move his head more 
freely. 

“When he was first attacked, the pulse was full, and eight 
ounces of blood were taken away, but this did not appear 
to be of service ; the day following he was cupped between 
the shoulders, and had a large blister applied upon the part ; 
he took an emetic, and several times purging medicines, 
and bathed his feet in warm water, but nothing appeared to 
be of the least use. The purging and vomiting distressed 
him greatly, for both the stomach and intestines were so 
irritable, that less than half the usual quantity had the 
desired effect. He took some James’s powder, and drank 
some white wine whey on account of the heat in the skin, 
especially in the feet and hands, which took it off, and gave 
him for the first time a comfortable feel. At the end of 
ten days all his ideas of his present state became more 
natural, the strange deception concerning his own size was 


in part corrected, and the idea of suspension in the air - 


became less; but for some time after the fire appeared of 
a deep purple red When he got so well as to be able to 
stand without being giddy, he was unable to walk without 
support, for his own feelings did not give him information 
respecting his centre of gravity, so that he was unable to 
balance his body, and prevent himself from falling.” 


A Later Iliness 


In 1785 fresh symptoms appeared. Hunter began to 
suffer from attacks which began with “a sensation of the 
muscles of the nose being in action . . . attended with an 
unpleasant sensation in the left side of the face, lower jaw, 
and throat, which seemed to extend into the head on that 
side, and down the left arm, as low as the ball of the 
thumb, where it terminated all at once; these sensations 
were not constant, but returned at irregular times; they 
became soon more violent, attacking the head, face, and 
both sides of the lower jaw, giving the idea that the face 
was swelled, particularly the cheeks, and sometimes slightly 
affected the right arm.” Later they spread to the sternum 
and were accompanied by severe soreness of the thoat and 
left arm, which he could not bear to be touched. The 
attacks present some unusual features, particularly their 
apparent precipitation by mental stress and physical exer- 
tion. Nevertheless, there were exceptions to this, yt 3 is 
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possible that some confusion arose between these attacks 
and the angina from which Hunter had by then long suf- 
fered, since pain in the left arm was common to both. 


“These spasms,” writes Home, “although they did not 
increase in violence, were uniformly more frequent, and 
came on upon a greater variety of occasions; but as he 
became accustomed to their effects, less attention was paid 
to them. Nothing particular occurred from this period 
till about the beginning of December, 1789, in the evening, 
when at the house of a friend on a visit, he was attacked 
with a total loss of memory ; he did not know in what part 
of the town he was, not even the name of the street when 
told it, nor where his own house was ; he had not a concep- 
tion of any place existing beyond the room he was in, and 
yet was perfectly conscious of the loss of memory. He was 
sensible of impressions of all kinds from the senses, and 
therefore looked out of the window, although rather dark, 
to see if he could be made sensible of the situation of the 
house; this loss of memory gradually went off, and in 
less than half an hour his memory was perfectly recovered. 
About a fortnight after, as he was visiting his patient one 
forenoon, he observed occasionally a little giddiness in his 
head, and by three o’clock it was attended with an inclina- 
tion to vomit. He came home and drank some warm water, 
which made him vomit severely, but nothing came off his 
stomach except the water. The giddiness became severe, 
but went off again about seven or eight o’clock; about 
nine or ten it returned with more severity, and when going 
to bed, about eleven o’clock, he had entirely lost the centre 
of gravity, although he could move his limbs as the will 
directed ; light became offensive, and every thing had a 
kind of yellow cast ; sounds were more acute than natural, 
objects had lost their true direction; a perpendicular, for 
instance, seemed to lean to the left, making, as nearly as 
he could conjecture, an angle with the horizon of fifty or 
sixty degrees ; objects were also smaller than the natural 
recollection of them ; his idea of his own size was that of 
only being four feet high ; also objects appeared to be at 
an unusual distance, as if seen through a concave glass ; 
he had a slight sound in the right ear, at every stroke of 
the pulse ; motion in his head was extremely disagreeable, 
he therefore moved with great caution ; although coughing 
and sneezing did not affect it: during this illness Dr. Pitcairn 
and Dr. Baillie attended him. It is difficult to describe 
sensations, especially when they are not common; the 
sensation which he had in his head was not pain, but 
rather so unnatural as to give him the idea of having no 
head; with all this, neither the mind nor the reasoning 
faculty were affected, which is not the case when such 
effects are produced from liquor. Objects in the mind 
were very lively, and often disagreeably so; dreams had 
the strength of reality, so much so, as to awaken him; 
the remembrance of them was very perfect. The disposi- 
sition to sleep was a good deal gone, an hour or two in 
the twenty-four being as much as could be obtained ; these 
symptoms were much the same for about a week, and 
began gradually to diminish, so that in a fortnight he 
was able to sit up, and in three weeks went an airing in 
the carriage; cordial medicines were given, and the body 
kept open; he felt a pain in the joint of the great toe, 
which inflamed gently, but soon left it; his pulse was 
rather increased in frequency, the urine at first was high 
coloured, deposited a sediment, and was rather diminished 
in quantity; but the retention in the bladder was very 
great, as he was not able to make water from ten o’clock 
in the evening till the same time the next evening, the 
quantity being very considerable, although not so much 
as would have been made in the same time had he been 
in health. The urine became of a yellow colour, and 
afterwards pale ; the stools were solid ; the taste of victuals 
was not impaired, except tea, for which he had no relish. 
Although he had no particular inclination to eat, yet his 
appetite was not much diminished. To excite the action of 
the gout, sinapisms were applied to the feet, but had not 
the desired effect ; in the fourth week the head not recover- 
ing so fast as was expected, a blister was applied between 


the shoulders, but had no immediate effect, probably did 
harm, by producing irritation and want of sleep ; one night, 
not having above an hour's sleep, he drank a tumbler full 
of hot water, which set him immediately to sleep, in which 
state he continued near four hours; he took a hint from 
this and drank a tumbler full of hot water every night, 
just before he went to bed, which did not fail of putting. 
him soon to sleep, and giving him a good night’s rest. 

“The apparent obliquity of objects he accounted for by 
supposing that the two corresponding oblique muscles had 
an unnatural contraction which moved the two eyes round 
near thirty or forty degrees; we shall suppose that the 
obliquus superior of the left eye brought the eye-ball for- 
wards towards the nose, while the obliquus inferior of the 
right eye contracted equal to the superior of the left ; this 
turned the under part of the right eye inwards towards 
the nose, and the upper part outwards, which moved a 
lateral part of the eye upon the object, and gave it that 
obliquity. 

“His recovery from this indisposition was less perfect 
than from any of the others; he never lost entirely the 
oblique vision ; his memory was in some respects evidently 
impaired, and the spasms became more constant ; he never 
went to bed without their being brought on by the act of 
undressing himself; they came on in the middle of the 
night ; the least exertion in conversation after dinner was 
attended by them; he felt therefore obliged to confine 
himself within a certain sphere of action, and to avoid 
dining in large companies. Even operations in surgery, if 
attended with any nicety, now produced the same effects.” 
From Home’s account it would seem that the spasms to 
which he alludes in this passage were anginal, but he does 
not appear to distinguish the sensory attacks from these. 


Hunter died in 1793, and the following is Home’s account 
of the posi-mortem examination of the brain. 


“On inspecting the head, the cranium and dura mater 
were found in a natural state. The pia mater had the 
vessels upon the surface of the two hemispheres of the 
brain turgid with blood, which is commonly found to be 
the case after sudden death. 


“The internal structure of the brain was very carefully 
examined, and the different parts both of the cerebrum and 
cerebellum were found in the most natural and healthy 
state; but the internal carotid arteries as they pass by 
the sides of the cella tursica [sic] were ossified, and several 
of the ramifications which go off from them had become 
opaque and unhealthy in their appearance. The vertebral 
arteries lying upon the medulla oblongata had also become 
bony, and the basillary artery, which is formed by them, 
had opaque white spots very generally along its coats.” 


Comment 


Thus, John Hunter’s first neurological illness occurred in 
1776, when he was 48 years of age, and was characterized 
by vertigo and vomiting, disordered sensations of the size 
and position of his body, general sensory hyperaesthesia, 
and disturbance of colour vision, the fire appearing pur- 
plish. The next did not occur until 1785, when he began 
to suffer from sensory epilepsy. In 1789 he experienced a 
transitory loss of topographical memory. This was followed 
a fortnight later by an illness which in some respects resem- 
bled the first one. He again lost his sense of gravity, 
his appreciation of the size of his body was disordered, 
and he felt as though he had no head. Once more he 
was excessively sensitive to sound and light, and disorders 
of visual perception occurred: everything appeared yellow 
and objects seemed to be at an unusual distance, smaller 
than they really were, and rotated to the left. There 
was also a disturbance of sleep, since he could sleep for 
only an hour or two in the twenty-four, and sleep, when 
it occurred, was accompanied by extremely vivid dreams. 

The severe vertigo accompanied by vomiting must have 
been due to a lesion involving the vestibular system, but 
the associated disorders of perception and of the body- 
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schema indicate that this lesion cannot have been in the 
internal ear, but must have involved the vestibular pathways 
at the cortical or subcortical level. The disorders of the 
body-schema, which impaired awareness of the size and 
shape of the body as a whole, the relationship between its 
parts, and of the whole body to gravity, are of an unusual 
kind, but are those particularly likely to result from a dis- 
order of the vestibular contribution to the bedy-schema 
(Schilder, 1935). There is evidence for cortical representa- 
tion of the vestibular system in the temporo-parietal region, 
and this lies near the parietal area, which, in the right 
cerebral hemisphere at least, is concerned with the repre- 
sentation of the body-schema. The visual symptoms, none 
of which is very common, are all known to occur after a 
lesion in the occipital lobe (Brain, 1947; Critchley, 1949). 
The apparent tilting of objects, a form of metamorphopsia, 
is not due to an abnormal position of the eyes, as Hunter 
thought, but to a disorganization of the cortical integra- 
tion of awareness of visual space, a process in which both 
vestibular and ocular factors play a part, the latter un- 
doubtedly including unconscious afferent impulses from 
the proprioceptors of the eye muscles. The appearance of 
objects as either abnormally small or abnormally distant 
can also be the result of disordered awareness of visual 
space, since judgments of the size of objects and their dis- 
tance are reciprocally related. 


Hyperaesthesia to sensory stimuli, while not uncommon 
in respect of painful stimuli—for example, in the thalamic 
syndrome—rarely occurs in the case of sight and hearing 
as a result of a cerebral lesion. One of my patients (Brain, 
1947), who had a vascular lesion in the right parieto- 
occipital region, in addition to suffering from visual hallu- 
cinations, micropsia and macropsia, and disorders of the 
body-schema, complained that sounds appeared much louder 
than normal. Moreover, she experienced synaesthetic hal- 
lucinations, the sound of a car backfiring causing her to 
see brilliant colours in the left (hemianopic) half of the 
visual fields. Such symptoms, produced by organic lesions 
of the parieto-occipital region, resemble some of the symp- 
toms of mescaline intoxication. We do not know how 
sensory activity can thus irradiate from one sense to another, 
nor how a general hyperaesthesia of hearing, sight, smell, 
and taste is caused. Loss of topographical memory is com- 
monly due to a lesion in the occipital lobe, usually in the 
left cerebral hemisphere, but sometimes in the right. 


It is highly probable that the sensory attacks accompanied 
by pain and hyperalgesia or hyperpathia in the left upper 
limb were a variety of sensory epilepsy, for Home noted 
that they always began in the same way, and records that 
on one occasion Hunter lost consciousness at the height of 
the attack and had no recollection of it afterwards. They 
suggest a lesion of the right parietal lobe extending rather 
deeply into the neighbourhood of the optic thalamus. Simi- 
lar attacks were experienced by a patient of mine who had 
a glioma in this region (Henson, 1949). 


D’Arcy Power (1931) has attributed John Hunter’s symp- 
toms to cardio-aortic and cerebral syphilis resulting from 
his self-inoculation with syphilis in 1767. The dilatation of 
the aorta, amounting to an “ incipient aneurysm,” certainly 
suggests syphilis, and the description of the intimal surface 
is consistent with a syphilitic aortitis which had gone on 
to severe atheroma. The patches of pericarditis might have 
been due to underlying infarction of the myocardium. But 
the naked-eye appearances of both his coronary and his 
cerebral vessels suggest advanced atheroma. It is surpris- 
ing that no naked-eye changes were detected in the brain. 
D’Arcy Power points out that the anatomists who carried 
out the post-mortem examination would have been un- 
likely to overlook a gross lesion such as a gumma, and 
infers that the lesions must have been due to endarteritis 
of the smaller vessels. Whether this or atheroma was the 
cause, the resulting areas of ischaemic softening must have 
passed undetected. When we reflect that for the last 17 
years of his life John Hunter suffered from progressive 
disease of the brain, and for the last eight years from 


epilepsy, in addition to angina, we may agree with D’Arcy 
Power that it is “ marvellous that he could accomplish so 
much, crippled as he was mentally and physically.” , 


I am grateful to Professor Dorothy Russell for kindly discussing 
the pathology with me. 
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COMPRESSIVE LESIONS OF THE 
EXTERNAL POPLITEAL (COMMON 
PERONEAL) NERVE 


BY 


HUGH GARLAND, T.D., M.D., F.R.C.P. 
AND 


DOREEN MOORHOUSE, M.B., Ch.B. 


(From the Department of Neurology, General Infirmary 
at Leeds) 


Most adults are familiar with the transient condition of 
“the foot going to sleep.” If a hurried examination is 
made when this occurs it will be found that the tempor- 
ary foot-drop results from weakness of those muscles 
supplied by the external popliteal nerve only. It is a 
commonplace observation that this event results from 
such things as prolonged kneeling or, more frequently, 
crossing one leg over the other while sitting. It would 
seem certain that it follows temporary ischaemia of the 
nerve, resulting from compression, and complete 
recovery in a matter of seconds is the general rule. The 
student or practitioner is not, however, so familiar with 
more prolonged states of external popliteal paralysis, 
and he is perhaps more likely to be puzzled by this fairly 
common condition than he would be by such disorders 
as tabes dorsalis, syringomyelia, or myasthenia gravis, 
all of which are rare. 

Should the student wish to amplify his knowledge of 
the subject he will find little help from British medical 
writings; there have been remarkably few papers 
devoted to this subject, and references in current English 
works appear to be either inaccurate or inadequate. For 
example, according to Walshe (1952) the aetiology is 
usually unknown and the paralysis is often preceded by 
pain ; recovery is slow and frequently incomplete, and 
the condition may result from a “ neuritis” in associa- 
tion with diabetes or typhoid fever. According to Brain 
(1951) the external popliteal nerve may suffer from 
“ interstitial neuritis,” and the peronei are usually more 
gravely affected than the anterior tibial group of 
muscles. Purdon Martin and Elkington (1950), how- 
ever, state that paralysis is usually severe, all the muscles 
being equally affected, subjective sensory changes being 
usually absent. Purves-Stewart and Worster-Drought 
(1952) state that the earliest symptom is pain in the rele- 
vant area of distribution. Most of these authors make 
some reference to compression by garters or tight 
bandages, though Worster-Drought and Sargent (1952) 
make no mention of pressure as a cause of external 
popliteal palsy. Gowers (1899) regarded most palsies of 
single peripheral nerves as being the result of “ inter- 
stitial neuritis,’ though he thought that isolated 
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“ neuritis” occurring during an acute illness probably 
arose through the agency of unnoticed compression. 
Finally, Kinnier Wilson (1940) made the remarkable 
statement, “ Doubtless some examples of so-called idio- 
pathic peroneal paralysis have a rheumatic origin. Local 
neoplastic processes should also be mentioned.” 


In this paper we are concerned only with examples 
of uncomplicated external popliteal paralysis, and will 
make no reference to such a palsy resulting from gross 
trauma or involvement of the nerve in leprosy or poly- 
arteritis nodosa, though in fact we have never seen an 
example of either of these latter conditions ; nor are we 
concerned with any lesion of the sciatic nerve above its 
point of bifurcation. Finally, we shall not discuss foot- 
drop resulting from any central nervous lesion. Thus 
limiting the field, we believe that external popliteal palsy 
probably always arises from compression of the nerve 
as it winds round the neck of the fibula. In support 
of this thesis we describe 20 examples that have come 
to our notice in the past four years. From the scattered 
sources of this material we have no doubt that the 
condition is quite common. 


Anatomy 


The external popliteal nerve is normally derived from the 
dorsal divisions of the fourth and fifth lumbar and the first 
and second sacral roots, though variations in the root value 
occur. Incorporated in the sciatic nerve, it passes out of 
the pelvis and descends in the posterior part of the thigh. 
The sciatic nerve normally divides into the external and 
internal popliteal nerves at the upper level of the distal 
third of the thigh (the proximal angle of the popliteal space), 
though the division is variable and may occur at any point 
below the plexus. It runs downwards and outwards through 
the popliteal space, following the tendon of the biceps 
femoris and passing over the outer head of the gastrocnemius 
to the back of the head of the fibula (Fig. 1, A). From 


here it winds obliquely forwards round the neck of the 
fibula, disappearing deep to the origin of the peroneus 
longus. Where it is in relation to the head and neck of the 














Fic. 1.—A, External popliteal nerve. 
current articular branch. D, Anterior tibial nerve. 
cutaneous nerve. 


E, Musculo- 


fibula (Fig. 1, B) the nerve is quite superficial and can 
easily be palpated and rolled against the bone in most 
subjects. It gives a muscular branch to the short head of 
the biceps, and there are three articular branches to the 
knee-joint ; the most distal of these, the recurrent articular 
branch (Fig. 1, C), also supplies part of the tibialis anticus 
muscle and the superior tibio-fibular joint. There are two 
cutaneous branches—the lateral cutaneous nerve of the calf, 
which supplies a variable area of the skin of the proximal 
two-thirds of the lateral side of the calf, and the sural 
communicating nerve, which joins the sural nerve in the 
middle of the calf. 

The nerve then divides into anterior tibial (Fig. 1, D) 
and musculocutaneous (Fig..1, E) branches. The former 
supplies the tibialis anticus, extensor hallucis longus, 


B, Neck of fibula. C, Re- 


extensor digitorum communis, and peroneus tertius, with 
branches to the ankle and inferior tibio-fibular joints. Jt 
then subdivides to supply the extensor digitorum brevis, the 
first, second, and third dorsal interossei, some of the toe- 
joints, and the skin of the adjacent sides of the great and 
second toes. The musculo-cutaneous nerve supplies the 
peroneus longus and peroneus brevis, with cutaneous 
branches to the skin of the distal third of the anterior 
surface of the leg, the lateral side of the ankle, the dorsum 
of the foot, and some of the skin of the toes. 

It will be seen that where the nerve lies on the fibula 
it must be unusually vulnerable to pressure from outside. A 
similar state of affairs is seen where the ulnar nerve lies in 
the ulnar groove, 
and it is not with- 





out significance 
that these, the 
only two large 
nerves normally 


palpable, are much 
the most common 
sites of peripheral 
nerve palsy, ex- 
cluding the results 
of gross injury. 

A complete 
lesion of the nerve 
at this point re- 
sults in paralysis 
of dorsiflexion and 
eversion of the 
foot and paralysis 
of extension (dorsi- \ 
flexion) of the toes. 
The patient has to 
raise the leg to 
clear the toe when 
walking, and tends to bring the foot down heavily ; he can 
stand on his toes but not on his heel. There is an area of 
cutaneous sensory loss extending over the greater part of 
the antero-lateral aspect of the leg below the knee and 
on to the dorsum of the foot (Fig. 2). There is no 
weakness of plantar flexion at the ankle or toes, nor of 
inversion of the foot, and the knee- and ankle-jerks 
are normal. 

In all the patients under review the lesion must have 
occurred above the division of the nerve into its two terminal 
branches (Fig. 1), and we have not seen an unequivocal 
isolated paralysis of either of these branches ; nor is there 
any evidence of involvement of the biceps, so that on 
anatomical grounds the situation of the lesion must be 
restricted to narrow limits—namely, the point at which the 
nerve, just proximal to or at its point of main division, is 
in contact with the fibula. 

















Fic. 2.—Typical area of external popliteal 
anaesthesia (Case 17). 


Case Reports 


In the case reports the following abbreviations will be 
used: T.A. (tibialis anticus), P. (peronei), E.H.L. (extensor 
hallucis longus), E.D.C. (extensor digitorum communis). The 
standard M.R.C. method of recording weakness is used ; the 
main defect of this system is that “4” means that a muscle 
is able to contract against gravity and against “ resistance,” 
but the resistance is not defined, and this degree of weak- 
ness does, in fact, cover a very wide range. 

Case 1—A man aged 43 was first seen on December 12, 
1950. Ten days previously he was squatting on his haunches 
for several hours, and on getting up had a left foot-drop. 
All external popliteal muscles were totally paralysed, with 
a typical area of hypalgesia. He was given a toe-raising 
spring and recovered completely in six months. He gave 
a history of three previous attacks in the same foot, each 
of which recovered in a few days, and subsequently had an 
attack in the right foot, which recovered (not examined by 
us) in two months. No abnormality was found on re- 
examination on July 14, 1952. 




















Dec. 27, 1952 


PARALYSIS OF EXTERNAL POPLITEAL NERVE isnt ies, 13979 





Case 2.—-A woman aged 37 ten days previously had 
been squatting or kneeling while cutting the edges of the 
lawn, and on getting up found she had developed numbness 
of the right foot and a limp. Examination on September 1, 
1950, showed T.A. and E.H.L. 4+, P. and E.D.C. 5, with 
no sensory loss. The patient normally crosses the right leg 
over the left when sitting, and is familiar with “the foot 
_ to sleep.” There was complete recovery in one 
month. 


Case 3.—A man aged 29 developed right foot-drop sud- 
denly in January, 1949, following an unusual job in which 
he was kneeling with his buttocks resting on his heels for 
about 45 minutes. At first there was numbness on the 
dorsum of the foot. Recovery occurred very slowly in 
about one year. When examined: by us on July 26, 1952, 
he had no neurological abnormality. He had genu varum 
with 1} in. (4.4 cm.) of separation. 


Case 4.—A man aged 25 while walking 13 days previously 
had felt “ pins and needles ” on the dorsum of the left foot, 
which lasted a few minutes, and was followed by numbness : 
he noticed weakness a few hours later. On the previous 
afternoon he had been kneeling and squatting in an unusual 
position for several hours. When seen on July 31, 1952, 
the disability was stationary. Examination showed T.A., 
E.H.L., and E.D.C. 2, P. 4 with very vague hypalgesia on 
the dorsum of the foot. 


Case 5—A male Parsee aged 19 developed right foot- 
drop suddenly on June 14, 1952, on the third day of straw- 
berry-picking. He was wearing gumboots and tended to 
sit with his left leg fully extended and his right leg fully 
flexed at the knee. He was immediately aware of numb- 
ness, but only on the dorsum of the foot. The gumboot 
acted as a back-splint and he continued to work another 
one and a half days. On the fifth day he was admitted 
(undiagnosed) to hospital for a week, and wore a back- 
splint for two months. Improvement was first noticed after 
about a week, and continued slowly. First examined by 
us on September 13, 1952: E.H.L. and E.D.C. 3, T.A. and 
P. 4+, with hypalgesia over the whole distribution of the 
nerve. 

Comment on Cases 1-5.—There would seem to be no 
doubt that in this group four out of five developed a 
unilateral palsy while kneeling, and in three the particular 
posture was unusual for the patient. A different story was 
told in Case 4, this patient insisting that his symptoms 
developed en the day following prolonged and unaccus- 
tomed kneeling. 

Case 6.—A man aged 56 developed a fractured femur on 
July 3, 1947, which was treated by splinting. When the splints 
were removed he had a right foot-drop. This began to 
recover slowly and he returned to work on March 1, 1948. 
He was first seen by us on August 30, 1948, we found E.H.L. 
and E.D.C. 1, T.A. 2, P. 5, with no sensory loss. On 
January 14, 1949, he was still wearing a toe-raising spring ; 
examination then showed no change, and there was still no 
change on July 5, 1952. 

Case 7.—A man aged 48 had been grossly overweight, 
and in the previous year had reduced from 26 to 16 stones 
(165 to 101.5 kg.). Two months previously he had developed 
skin sepsis, for which he was wearing a bandage below the 
left knee. This had been applied particularly tightly for 
three days, when he suddenly (five weeks previously) 
developed left foot-drop while walking, subsequent to pro- 
longed standing. When first seen on December 17, 1951, 
we found E.H.L. and E.D.C. 2, T.A. 3, P. 4+, with no 
sensory changes. Recovery began quickly and was complete 
in three months. He had no. abnormality on June 10, 
1952. 

Case 8—A woman aged 48 sprained her right ankle on 
September 19, 1950, and her leg was strapped almost to the 
knee. Foot-drop developed suddenly on the fourth day 
of strapping. She attended an orthopaedic department two 
months later and was given a toe-raising spring. About this 
time her palsy began to improve. Examination on May 24, 


1952, showed E.H.L. 2, T.A. and E.D.C. 3, P. 4. There 
were slight subjective and objective sensory changes in the 
relevant area. : 

Case 9.—A boy aged 15 was admitted to hospital on 
December 20, 1951, with osteomyelitis of the left ischium, 
and on December 31 was put on an abduction frame, with 
strapping round both legs from the knees down. Left foot- 
drop was first detected on the fourth day. Examination was 
of necessity incomplete, but only muscles supplied by the 
external popliteal nerve were involved. When seen on 
June 10, 1952, the foot had recovered apart from the big 
toe; recovery started in May and was continuing. On 
examination: E.H.L. 0, T.A., P., and E.D.C. 4+, with slight 
h ia. 


Comment on Cases 6-9.—There seems to be no doubt that 


in all four cases the palsy resulted from strapping applied. 


below the knee. The precise time of onset is unknown in 
two, but in the others it is clear that the foot-drop developed 
suddenly after several days. Another important observation 
is that two of these patients show incomplete recovery after 
very long periods, and it is most unlikely that there will 


be any further recovery. 

Case 10.—A woman aged 56 had left foot-drop in 
February, 1952, after sitting with her legs crossed. She im- 
proved after two months. Examination on July 5, 1952: 
P. 1, E.H.L. and E.D.C. 2, T.A. 3, with no sensory loss. 
The patient usually crosses her left leg over the right. 

Case 11—A man aged 46 developed right foot-drop in 
March, 1951, and one month later was admitted to another 
hospital for physiotherapy. There was never any sensory 
loss. He began to improve after four months, and recovered 
completely in six months. When seen by us on August 2, 
1952, there was no abnormality. He normally crosses his 
right leg over the left. 

Case 12——A woman aged 43 had a long drive in a new 
car three days previously, and went to sleep with her left 
leg crossed over the right. On waking two hours later her 
left leg felt dead and there was difficulty in walking. On 


- examination on December 11, 1949: T.A., P., E.H.L., and 


E.D.C. were all 4+, with a typical area of slight hypalgesia. 
Complete recovery occurred in two weeks. 

Comment on Cases 10-12.—Case 12 appears to be a 
straightforward example of external popliteal palsy follow- 
ing crossing the legs. Cases 10 and 11 were unable to 
give very clear accounts of themselves, though both nor- 
mally crossed the affected leg over the other. A fourth 
example is seen in the left leg in Case 15. Attention to 
crossing the legs as a frequent cause of foot-drop was drawn 
by Woltman (1929), and again, especially in relation to 
occupation, by Nagler and Rangell (1947). 

Case 13—A miner aged 24 five weeks previously 
developed right foot-drop with numbness over the relevant 
area, after working at the coal-face in a kneeling position 
and wearing knee-pads. He had been at this particular work 
for two years, and continued at the same work after the 
palsy developed. On March 28, 1949, we found T.A. 0, 
P., E.H.L. and E.D.C. 1, with a typical area of hypalgesia. 
He was fitted with a toe-raising spring, and on May 9, 1949, 
had made a complete recovery. 

Case 14.—A miner aged 32 had been at the coal-face for 
only eight weeks. Three weeks previously he bought a 
new pair of knee-pads, and after wearing these for two days 
began to drag the left toes. He gave up work on the fourth 
day because he was unable to dorsifiex the foot, and had 
an area of external popliteal numbness. Recovery began 
in two weeks and was complete, without treatment, in six 
weeks. When examined on May 24, 1952, there was no 


abnormality. 

Case 15.—A floor-layer aged 24, who spends all his work- 
ing hours kneeling (Fig. 3), six weeks previously had noticed 
loss of control of the right foot, and two weeks previously 
loss of control of the left foot. He is satisfied that the 
right foot-drop developed while at work and the left during 
a train journey when he was sitting with the left leg 
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Fic. 3.—Knee-pad showing the position of the straps and external 
popliteal anaesthesia. 


crossed over the right. Examination on March 27, 1952, 
showed: Right, T.A. 1, P. 2, E.H.L. 3, E.D.C. 5; left, T.A. 1, 
P. and E.H.L. 2, E.D.C. 5, with a clearly defined and typical 
area of hypalgesia on each leg (Fig. 3). He discarded his 
knee-pads but continued to work. The right foot recovered 
in ten weeks and the left in five weeks. Complete recovery 
was confirmed on August 2, 1952. 

Comment on Cases 13-15.—It would seem probable that 
in Cases 13 and 14, and in the right leg in Case 15, an 
important factor was compression of the nerve by the lower 
strap of the knee-pads, but whether it played a part in the 
production of left foot-drop in Case 15 is not known. Knee- 
pads are perhaps worn most frequently by coal-miners, and 
Dr. John Rogan, Chief Medical Officer to the National Coal 
Board, has kindly provided us with the following informa- 
tion. _The incidence of the wearing of knee-pads varies 
considerably from 60% of all underground workers to 15% 
of face-workers ; this is largely determined by the depth of 
the seam, all face-workers wearing knee-pads when the seam 
is 3 feet (0.9 metre) or less, and very few when more than 
4 feet (1.2 metres). The life of the knee-pads varies from 
three months to two years. External popliteal palsies do 
not seem to have been, recorded by the Board’s medical 
officers. We would point out, however, that our own Cases 
13 and 14 were coal-miners whose disability seems to have 
escaped their medical officers. No doubt multiple factors 
are involved in the production of foot-drop by knee-pads, 
including the type, newness, and tightness of the strap, the 
thickness of the trousers, and the length of time spent in 
one position. We are not aware of any previous reference 
to knee-pads as an aetiological factor in this condition, and 
it is the kind of factor which is easily overlooked. 

Case 16.—A woman aged 23 had a prolonged febrile ill- 
ness with gross loss of weight early in 1950, and in April 
had a left nephrectomy, lying on her right side on the 
operating table. On getting out of bed some weeks later 
she had a right foot-drop. When first seen by us on 
December 7, 1950, we found E.H.L. 2, T.A. 4, E.D.C. and 
P. 5, with slight external ‘popliteal hypalgesia. The patient 
was wearing a toe-raising spring. Recovery was complete in 
about one year, and there was no weakness when we saw 
her on May 24, 1951. 

Comment on Case 16.—This seems to be an example of 
compression of the nerve on a hard surface during operation, 
in a patient who had lost a good deal of weight, though 
the possibility of subsequent compression while lying in bed 
on her right side cannot be excluded. 

Case 17.—A woman aged 62 had developed a left external 
popliteal palsy five weeks previously. Examination on 
July 7, 1952, showed E.H.L. 0, E.D.C. 2, P. 3, T.A. 4, with 
a typical area of hypalgesia (Fig. 2). Her blood pressure 
was 155/105. After two weeks she was fitted with a toe- 
raising spring, and thinks that recovery began about this 
time. When seen again on August 9, 1952, the foot was 





still recovering: E.H.L. 2, T.A. and E.D.C. 4, P. 5. The 
hypalgesia had entirely disappeared. On September 1, 1952, 
she had virtually recovered. 

Comment on Case 17.—The aetiological factors are un- 
certain. The patient never crosses her knees when sitting. 
She is certain that the foot-drop developed suddenly after 
she had left work and walked some 200 yards (180 metres). 
Her work on an electric dish-washer involves standing for 
long periods, lifting racks containing crockery from left to 
right, and at the same time turning through an angle of 
90 degrees, then passing the trays still further to the right. 
At this stage her left leg is close to any one of three large 
iron levers ; the distance from the ground to the point at 
which the external popliteal nerve crosses the fibula is about 
16 in. (40 cm.); each lever is fixed 14 in. (35 cm.) off the 
ground, is about 6 in. (15 cm.) long, and the distal end is 
never less than 17 in. (43 cm.) from the ground. It is there- 
fore possible that the nerve was compressed by one of these 
levers, though the patient is not aware of this having 
occurred. 

Case 18.—A mami aged 65, a mild diabetic of four to five 
months’ duration, whose glycosuria was controlled by diet- 
ing and who had recently lost a little weight, suddenly 
noticed, about five weeks previously, dragging of the left 
foot after walking about 100 yards (90 metres) and, almost 
immediately, numbness on the dorsum of the foot. Exam- 
ination on June“14, 1952, showed E.H.L. 0, T.A. and P. 3, 
E.D.C. 4, with hypalgesia over the antero-lateral aspect of 
the leg and hyperalgesia over the dorsum of the foot. His 
blood pressure was 170/110. The palsy began to improve 
after two months, and when seen again on August 9, 1952, 
he had recovered completely. 

Comment on Case 18.—Here again the aetiology is un- 
certain. The patient is a clerk who sits all day at his work 
and frequently crosses his legs, but he is certain that he 
crosses the right over the left. He is also certain that foot- 
drop appeared while walking and was not present on waking 
that morning. He usually sleeps on his right side, on a 
medium-hard mattress, and does not wear garters or 
suspenders. 

Case 19—A youth aged 18 noticed right foot-drop imme- 
diately on getting out of bed about a month previously. 
Weakness was maximal from the onset and there was: no 
numbness or pain. He thought that recovery had begun 
after three weeks and was continuing. Examination on 
August 9, 1952: T.A., E.H.L., and E.D.C. 1, P. 3, with no 
sensory loss. 

Comment on Case 19.—This patient is certain that the 
weakness was present on waking, and says he always sleeps 
on his left side on a soft mattress. His work as an engine 
cleaner involves sitting and standing, but no kneeling. When 
sitting he usually crosses the right leg over the left, but he 
is not. familiar with “the foot going to sleep.” He never 
wears garters or suspenders, and there had been no recent 
loss of weight. 


Discussion 


Twenty examples of external popliteal palsy have been 
seen in 19 individuals. These are the only examples we 
have been able to examine, and are in no other way selected. 
Of the 19, 14 were males ; there has been previous reference 
to a preponderance of males (Woltman, 1929). The right 
and left sides were each involved 10 times. At the time of 
onset the oldest patient was 65 and the youngest 15. In 
all these patients the nerve was very easily palpable as it 
crossed the fibula. In contrast to statements quoted in 
the introduction, there was a complete denial of pain at any 
stage, as was also noted by Woltman (1929). It is also clear 
from this series that the degree of involvement and the rate 
of recovery of affected muscles is by no means constant ; 
apart from four examples, in all of which the difference 
was slight, the extensor hallucis longus was the most severely 
affected muscle; the tibialis anticus was less severely in- 
volved than the extensor hallucis longus in all but these 
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four. The peronei were more affected than the other 

muscles only once, whereas in three the-peronei were normal 

when other muscles were severely paralysed. 

Although it has been impossible to make frequent exam- 
inations, it seems clear that the extensor hallucis longus 
tends to be the most severely affected muscle and to be the 
last to recover. This can be correlated with the well-known 
observation that sciatica resulting from root compression 
by a disk protrusion often results in weakness of the 
extensor hallucis longus as an isolated palsy. In only 7 out 
of the 20 had the patient noted any form of paraesthesiae, 
though in 13 objective sensory changes were discovered ; 
all these showed varying degrees of impairment of pain 
sensation, but in none was there complete analgesia. It is 
therefore clear that in this group of patients the incidence of 
damage is much greater in the motor than in the sensory 
fibres. Denny-Brown and Brenner (1944) point out that the 
late involvement of pain sense from direct pressure on 
nerves had been noted as long ago as 1895 by Bastien and 
Vulpian ; they also note that tourniquet paralysis is often 
purely motor. 

Every patient showed some degree of recovery, this being 
complete in 13 and in a recovering phase in 5, leaving 2 
who had recovered only in part; it was complete in one 
patient in two weeks and in another was incomplete after 
four years. One patient gave a history of recurrent attacks, 
of which only one came under our care, but the patient, 
who is an intelligent and observant person, is certain that 
the three previous palsies all recovered completely in a few 
days. Unfortunately, no patient was examined within hours 
of the onset, and only three were seen within the first ten 
days. Through lack of early observations we are unable to 
correlate recovery with the degree of paralysis at the onset 
(though we suspect that paralysis is always complete at first), 
but it is true to say of most that complete recovery takes 
several weeks or months. It is interesting that in the only 
two patients showing incomplete recovery the main aetio- 
logical factor was bandaging ; in such patients the foot-drop 
may not be detected for some days after its onset. Although 
our figures are small they do suggest that this eminently 
preventable form of foot-drop carries the worst prognosis. 

In the past, and to a less extent to this day, it has been 
customary to invoke a non-specific inflammation as the ex- 
planation for isolated peripheral nerve lesions of obscure 
origin. However, with the exception of leprosy there seems 
to be no satisfactory proof of infective “ neuritis,” and 
indeed the peripheral nerves appear to be remarkably resis- 
tant to the onslaught of organisms, perhaps almost more 

than any other human tissue. Isolated peripheral nerve 
palsies are well-known events in the rare disorder polyarter- 
itis nodosa (Miller, 1949; Astley and Rangam; 1950), and 
in these the basic pathology is vascular occlusion. Similar 
effects have been described by Barker (1938) in thrombo- 
angiitis obliterans, when permanent derangement of the 
architecture of nerves may result from vascular occlusion. 
It is true to say, in general, that there have been few studies 
of the pathology of isolated peripheral nerves in the human 
being, excluding the results of gross trauma, because it is 
usually impracticable to perform biopsies on peripheral 
nerves, and post-mortem or amputation studies have been 
notably neglected. Important observations on the results of 
nerve ischaemia have, however, been made by Lewis et al. 
(1931) and by Denny-Brown and Brenner (1944), and it 
would seem that the only proved causes of damage, whether 
temporary or permanent, to an isolated peripheral nerve are 
gross trauma, ischaemia (from various factors), and leprosy. 
In the patients under review the first and last of these are 
excluded. 

As already stated, it would seem certain that the familiar 
and transient palsy resulting from crossing the legs is of 
ischaemic origin. Simple personal observations on this 
common event show the following features. It is not easy 
to produce by design, but this can be done, though the latent 
period in the production of a complete palsy is usually at 
least ten minutes. The onset of the paralysis is symptom- 


less, and the first subjective evidence of its existence is seen 
only when the compression is released by moving the upper- 
most limb. Immediate examination shows complete para- 
lysis of all the muscles innervated by the external popliteal 
nerve. During this phase there are demonstrable changes in 
the area of cutaneous distribution, which include faulty 
localization and an unpleasant over-reaction to painful 
stimuli. We have not been bold enough to carry out very 
prolonged investigations of this kind, but we have been un- 
able to produce total analgesia. The tingling which follows 
release of the temporary compression seems to be due to 
revascularization of the nerve, and this sensation is also 
rather difficult to localize. It seems that right-handed people 
tend to cross the right leg over the left when sitting, and 
that left-handed people tend to cross the left over the right. 
The Table shows the position in 100 adults selected only to 














R. Leg over L. | L. Leg over R. Total 
t-handed oa ‘a 71 19 90 
-handed ng aya 0 10 10 
Total .. sis 71 29 100 











the extent that 52 were males and 48 were females. Three 
of the right-handed who crossed left over right said that they 
were left-footed. : 

It may, of course, be suggested that compression results 
in damage to nerve fibres quite apart from the effects of 
temporary ischaemia, but so far as we know there are no 
such proved results of pressure capable of resolution within 
a few seconds—an observation also made by Denny-Brown 
and Brenner (1944). At one end of the scale, therefore, is 
the transient nerve block resulting from temporary 
ischaemia, and at the other the permanent changes in the 
structure of the nerve resulting from the vascular occlusion 
of polyarteritis nodosa and thrombo-angiitis obliterans. 
Within these limits it would seem reasonable to postulate 
every degree of damage from the transient and completely 
reversible to the completely irreversible. However, so far 
as we know, the type of patient under review never shows 
a complete and permanent palsy, but some show permanent 
though partial lesions. 

If ischaemia is the essential basis of these palsies, multiple 
factors have to be considered. In 17 of the 20 examples 
under review, such mechanical factors as kneeling, band- 
aging, crossing the legs, the wearing of knee-pads, or lying 
on a hard surface seem to be established. Widespread 
atherosclerosis may well be a factor of importance, and 
vascular hypertension certainly existed in two of the three 
whose origin was not clear. The significance of diabetes 
in aetiology is uncertain, but only one of our patients was 
a diabetic, and he was a man of 65 with vascular hyper- 
tension ; moreover, in the studies of Woltman and Wilder 
(1929) and of Rudy and Epstein (1945) on diabetic neuro- 
pathy, no reference is made to any example of isolated 
popliteal or other nerve palsy. We do not believe that 
diabetes is in itself ever an important factor in this con- 
dition. This series does not include an example of the 
palsy complicating typhoid fever, but we suggest that when 
it arises it results from the combination of emaciation and 
compression. In this connexion serious loss of weight, with 
resulting disappearance of protective fat, was seen in two 
of our patients. If our view (that ischaemia from pro- 
longed compression is the main factor in this disorder) is 
correct, it may well explain why we have been unable to 
trace any example of external popliteal palsy in children 
(though it might arise from tight bandaging), for the child 
normally never remains in a fixed position for a sufficiently 
long time. 

It is probably of significance that in four examples the 
paralysis is said to have developed suddenly while walking : 
we can draw no conclusions, but would call attention to 
the fact that two of these were elderly people with hyper- 
tension. Finally, although the precise factors in three of 
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the patients are not clear, we would emphasize that in these 
the clinical picture and duration of the disability fall well 
within the limits of those whose aetiology is more certain. 


Treatment 

With regard to treatment, we would make the following 
observations. Patients should be warned against crossing 
legs when sitting. There is no justification for the admission 
of these patients to hospital. A toe-raising spring over- 
comes the éssential disability and even in heavy industry 
there is no need for the patient to remain off work. 
Massage, coloured lights, and other forms of passive physio- 
therapy, not to mention the administration of vitamin B:, 
play no part whatever in treatment. The patient should be 
instructed to carry out active movements of the affected 
muscles as often as possible when not wearing a spring, and, 
indeed, the spring itself is necessary only in the event of 
a severe paralysis of the tibialis anticus. 


Summary and Conclusions 


Paralysis of the external popliteal nerve, excluding 
the results of gross trauma, is not uncommon. 

Such paralysis generally (if not always) results from 
local nerve ischaemia, and simple mechanical factors can 
usually be found ; these include kneeling, bandaging, 
crossing the legs while sitting, lying on a hard surface, 
and the wearing of knee-pads. Previous loss of weight 
conduces to this type of damage. 

Motor paralysis is often complete, but sensory loss is 
frequently absent and is never profound. The condition 
is always painless, and the onset sudden. 

Complete recovery is common and partial recovery 
the rule. 


We wish to thank Mr. J. M. P. Clark, Dr. E. W. Jackson, 
Dr. A. Leese, Mr. A. B. Pain, and Professor R. E. Tunbridge 
for referring some of the patients. 
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Messrs. Williams and Wilkins (Baltimore, U.S.A.) an- 
nounce the forthcoming publication of two new journals. 
The Journal of Histochemistry and Cytochemistry is to 
commence publication in January. It is to appear bi- 
monthly at an annual subscription of $7 (£2 10s.), and will 
contain original papers relating to the development and 
application of histochemical methods, with occasional review 
articles covering important aspects of histochemistry. 
Applied Microbiology, an official publication of the Society 
of American Bacteriologists, will publish papers concerned 
with the application of microbiology to the fields of food, 
sanitation, agriculture, antibiotics, and other subjects con- 
cerning the use or control of animal and plant disease. The 
journal will appear bi-monthly, commencing in January, 
1953, and the annual subscription is $7.50 (£2 15s.). 
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Haemophilia is a severe bleeding disease of males with 
a sex-linked recessive inheritance. Laboratory tests show 
a prolonged whole-blood clotting-time and deficient 
conversion of prothrombin to thrombin during clotting. 
When clinical, genetic, and the usual laboratory features 
are all present the diagnosis of haemophilia is generally 
believed to be simple. In some families haemophilia 
arises suddenly with no previous history of the disease ; 
the clotting-time may not be greatly prolonged. To 
establish a diagnosis in these less clearly defined cases 
a new technique was used extensively by Merskey (1950). 
This test depends on the fact that normal blood added 
to haemophilic blood in small proportions shortens the 
clotting-time of haemophilic blood, whereas the addi- 
tion of haemophilic blood is ineffective. The normal 
blood contains a substance—the antihaemophilic 
globulin—which is lacking in haemophilia. Thus to 
confirm the diagnosis of haemophilia the blood of the 
patient to be tested is added to the blood of a known 
haemophilic patient and the shortening of the clotting- 
time is compared with that obtained with normal blood. 
If the blodd contains the antihaemophilic globulin its 
addition will shorten the haemophilic clotting-time. 

This test has led to the discovery that occasionally 
a mixture of blood samples from two apparently classical 
cases of haemophilia has a shorter clotting-time than 
that of either specimen separately. We have now 
found seven patients who by ordinary tests would be 
said to have haemophilia. When a small proportion of 
the blood or plasma of these patients is added to haemo- 
philic blood or plasma the clotting-time is greatly 
reduced. Similar instances of this phenomenon were 
recorded by Paviovsky (1947), Koiler ef al. (1950), 
Aggeler et al. (1952), Schulman and Smith (1952), and 
Poole (1952). From these observations it must be 
concluded that within the general group of patients . 
thought to have haemophilia there are at least two 
different conditions. To avoid confusion it is essential 
at this stage to make a restricted definition of the term 
“ haemophilia.” 

Antihaemophilic globulin can be shown to be essential 
for the normal formation of blood thromboplastin 
(Biggs, Douglas, and Macfarlane, 1953). Haemophilia 
may therefore be defined as a recessive, sex-linked 
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hereditary bleeding diathesis due to a failure or delay in 
blood thromboplastin formation caused by absence or 
deficiency in the blood of antihaemophilic globulin. If 
this definition of haemophilia is accepted then the seven 
cases recorded in this paper are not those of haemo- 
philia but a newly recognized condition which we pro- 
pose to call “ Christmas disease,” after the name of the 
first patient examined in detail. The naming of clinical 
disorders after patients was introduced by Sir Jonathan 
Hutchinson and is now familiar from _ serological 
research; it has the advantage that no hypothetical 
implication is attached to such a name. 


The details of the technical methods used in this study 
are all described by Biggs and Macfarlane (1953). In 
all the cases recorded below, the clinical histories were 
similar to those obtained from patients with haemophilia. 


Case Reports 


Case 1.—The patient was a boy named Christmas, aged 
5 years. There was no history of haemorrhage in other 
members of the family. He had numerous episodes of 
haemorrhage dating from the age of 20 months, mostly 
resulting from injuries during play. He was transfused on 
numerous occasions; each transfusion resulted in abrupt 
cessation of bleeding. 

Case 2.—A boy aged 7 had had numerous episodes of 
bleeding, including epistaxes, deep-tissue haemorrhages, and 
haemarthroses, since the age of 3 months. There was no 
history of haemorrhage in other members of the family. 
Doubt about the diagnosis of haemophilia was raised by 
Poole (1952) because additions of small proportions of 
haemophilic blood corrected the patient’s clotting-time. 

Cases 3 and 4.—These patients were members of the 
same family (see Fig. 1). From this diagram the condi- 


I 


abi ie Took 


Fic. 1.—Family tree for Cases 3 and 4. Affected males are shown 
as solid black squares. Case 3 is III,, and Case 4 III,,. 








tion appears to be inherited as a sex-linked recessive 
character. The patients examined were III and IIIs. 
Illi0 was a boy aged 14 with a history of numerous bleed- 
ing episodes, including haemarthroses dating from the age 
of 8 months. He was transfused on numerous occasions, 
and bleeding always stopped rapidly. IIIs was a boy aged 
6 who had suffered from numerous haemorrhagic episodes. 

Case 5.—A man aged 28 had had numerous haemorrhagic 
episodes dating from infancy. These included haem- 
arthroses, haematuria, melaena, retroperitoneal haemor- 
rhage, and haemorrhage into the base of the tongue. He 
had been admitted to hospital on more than 20 occasions 
and had had numerous transfusions. 

Case 6.—A Cape coloured boy aged 6 years had always 
bled excessively from minor injuries. He was admitted to 
hospital comatose from haemorrhage from a cut in the 
left foot. Transfusion of 650 ml. of three-days-old blood 
on admission brought a temporary but complete correction 
of his clotting defect. The child’s brother had suffered 
from repeated epistaxis, had had a definite haemarthrosis, 
and had died in hospital of intraperitoneal haemorrhage 
following laparotomy for abdominal pain. No other mem- 
bers of the family had any haemorrhagic tendency. 

Case 7—A man aged 21 had had prolonged bleeding 
following teeth extractions on four occasions, one of which 
required a transfusion of 4 pints (2.3 litres) of blood. At 




























16 he had had haematuria for three weeks, and at 17 a 
haematoma ‘of the buttock which was drained and took 
four weeks to heal. His younger brother, aged 34, bled 
for three weeks from a cut lip, and the maternal great- 
grandfather died of haemorrhage. The patient had a rela- 
tively mild haemorrhagic diathesis, and the laboratory find- 
ings were less abnormal than in the other six cases. He 
was first seen before Christmas disease was recognized. 
A probable diagnosis of haemophilia was made at that 
time, although the clotting-time and prothrombin consump- 
tion test were normal, from the clinical and family history, 
and from the fact that the whole-blood clotting-time was 
recorded occasionally at the upper border of the normal 
range and the thrombin generation test was abnormal 
(Macfarlane and Biggs, 1953). 


Experimental Results 


The results shown in Table I are the same as those found 
in true haemophilic patients. The bleeding-time, tourniquet 
test, and platelet count are normal, and prothrombin times 


TaBLeE I.—Results of Various Tests 

















Case | Case | Case | Case | Case | Case| Case 
1 2 3 | 4] 5 | 6 | 7 [Normal 
Clotting-time(min.) 
(Lee and White 
method) .. | 10-15] 39-72 | 14-16] 13-16 | 28-45 9|7-10| 5-10 
Prothrombin con- 
sumption index 
(Merskey) % .. | 100 | 150 | 100 75 | 160 | 136] 20 Less 
than 40 
One-stage pro- 
thrombin time 
(sec.) .. 12-15} 15 15 19 15 17} 15} 15 

















Tourniquet test Norma! in all cases 


Platelet count 





Bleeding time | 





are normal or at the upper limit of normal. The whole- 
blood clotting-time is lengthened in all but Cases 6 and 7, 
and the consumption of prothrombin during clotting is 
deficient in all but Case 7. 

When the patients’ plasma samples were added to known 
haemophilic plasma the clotting-time of the haemophilic 
plasma was shortened (Table II). The extent of the shorten- 


TaBLe II.—Effect on Calcium Clotting-time of Adding Dilutions 
of Normal and the Patients’ Plasma to Haemophilic Plasma. 
The Clotting-times are Recorded in Seconds 











p. of Plasma Dilution of Plasma Added to Haemophilic Plasma 
to Haem 
1/2 1/10 1/50 1/100 0 
Normal plasma 150 130 150 339 450 
Casel.. a 165 165 195 -- 450 
ai 240 — — — $55 
ae DP — 177 _ 329 895 
i Fe 165 243 _— 395 900 
Se 115 120 — 315 600 
A= 2 — 300 — 417 1,500 
a or 140 175 220 240 780 




















ing was comparable to that caused by dilutions of normal 
plasma. Similarly, haemophilic and normal plasma dilu- 
tions shortened the patients’ calcium clotting-times (Table 
III. When the plasma of Case 2 was mixed with that of 


TaBLe IlIl.—Effect on Calcium Clotting-time of Patients’ Plasma 
panes or Haemo, 














of Adding Proportions of Ni philic Plasma. 
The Clotting-times are Recorded in Seconds 
Type of Plasma Added to Patients’ Plasma 
Substrate 
Une dng Normal Haemophilic 
1/10 | 1/50 | 1/100 0 1/2 1/10 | 1/100; 0 
Casel . 140 175 — | 215 — | 115 135 | 207 
o H . 285 — — | 900 | 240 — — | 5355 
we ae 190 — | 22S | 385 — | 170 | 218 | 385 
te 150 — | 175 | 265 — | 158 | 227 | 265 
oy 170 — | 205 | 630 | 145 | 215 | 305 | 630 
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Cases 1, 3, and 5 and the plasma of Case 5 with that of 
Case 7 there was no shortening of clotting-time in the mix- 
tures. When a potent preparation of antihaemophilic 
globulin in the fibrinogen fraction of normal plasma was 
added to the plasma of Case 1 there was no shortening 
of the clotting-time. 

These results suggest that these patients do not lack the 
antihaemophilic globulin, and therefore, according to the 
definition already given, do not have haemophilia. Since 
small proportions of normal blood or plasma shorten the 
clotting-time of the plasma of patients with Christmas 
disease it is clear that these patients lack a substance which 
differs from the antihaemophilic globulin. 

Preliminary tests with the plasma of Case 1 show some 
characteristics of the substance deficient in these cases 
(Table IV). The substance which shortens the clotting- 


Taste 1V.—Effect of Various Substances on Calcium Clotting- 
time of Plasma of Case 1 and a Haemophilic Patient 




















Substance Added 
Substance Added to 
Substance Added to | Plasma of Case | in PL Tae 
or Concentration: er pada 
Patient’s Plasma Concentration : 
10% xs 0 10% 2% 0 
Normal plasma . . ‘ 105 130 210 120 150 450 
n a a 230 240 237 156 195 450 
Plasma to 56° C. 
for 10 min. .. ae 180 190 215 200 240 450 
Plasma stored two weeks 140 175 217 130 155 450 
Seitz-filtered plasma .. 230 250 225 100 115 450 
Hae serum 120 150 210 430 475 450 
N serum .. <e 90 100 230 190 265 450 
Crude a- and §-globulin, 
sample I nw es 125 200 200 225 405 435 
Crude a- and £-globulin, 
sample Il Ms oa 120 135 200 420 375 435 
a as 165 210 200 450 $20 450 
He rover ( x ae 200 210 200 455 420 455 
@-25% sat. (NH,4)S2,0,4 ; 
from normal plasma .. 240 255 220 —- haemophilic 
efect 
25-33% fraction 225 215 205 Does not correct haem- 
ophilic defect 
33-50% a 125 180 215 | Doesnotcorrect haem- 
ophilic defect 

















time of the plasma is in the crude a- and A-globulin frac- 
tion of normal plasma and is precipitated at between 33 
and 50% saturation with ammonium sulphate. It is present 
in haemophilic and normal serum, it is destroyed by heat- 
ing plasma to 56° C. for 10 minutes, and is removed from 
plasma by Seitz filtration ; it is stable on storage. Further 
tests have shown that the substance is adsorbed by Al(OH): 
and that a substance closely resembling the Christmas factor 
is reduced in the blood of patients treated with the 
dicoumarol derivative ethyl biscoumacetate. As _ these 
results clearly show that the substance lacking from these 
cases is very different from the antihaemophilic globulin, 
it is called the Christmas factor. The properties of anti- 
haemophilic globulin and Christmas factor are compared 


in Table V. 


TasLe V.—Properties of Christmas Factor and Antihaemophilic 








Globulin 
Method of : Antihaemophilic 
Differentiation Christmas Factor Globulia 
Ammonium sulphate | Precipitated from nor- | Precipitated from nor- 
fractionation mal plasma by 33- —- pleoma by 25% 
saturation 


50%, saturation 

Precipitated from nor- 
mal plasma in crude 
a- and £- globulin 
fraction 


tated from nor- 
plasma in fib- 
rinogen fraction 


Ether fractionation 








Present in large amounts 
Present in large amounts! 


De d by heatin 
to 36° €: Ge i 
minutes 

Stable 

Adheres to the filter 

Very re adsorbed 





Almost absent 
Absent 
When isolated from 
plasma resists h 
to 56°C. for10 minutes 
Often unstable 


Is unaffected 
Not adsorbed 





Samples of normal plasma, haemophilic plasma, and the 
seven patients’ plasma were tested for their ability to form 
blood thromboplastin by the thromboplastin generation 
method (Biggs et al., 1953). With this test it has been 
shown that when antihaemophilic globulin, platelets, and 
normal serum are incubated with calcium chloride a power- 
ful thromboplastin is formed. If any of these factors are 
lacking the formation of thromboplastin is deficient. With 
Al(OH)s-treated plasma as a source of antihaemophilic 
globulin it is easy to determine which of the components 
for thromboplastin formation is reduced in amount in any 
particular patient. Plasma and serum samples were col- 
lected from all seven patients and from normal and haemo- 
philic subjects. Experiments carried out on these samples 
gave a constant pattern of results, illustrated from Case 3 
in Figs. 2 and 3. In Fig. 2 antihaemophilic globulin pre- 
parations from a normal and a haemophilic subject and 
from Case 3 were tested with normal platelets and serum. 
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Fic. 2.—The curves represent the results of the thromboplastin 
generation test carried out on normal serum and platelets and 


Al(OH),-treated plasma from a normal poaee ( ), from 
Case 3 (@——®), and from a haemophilic subject (X-——X). 
The clotting-times have been converted to thromboplastin con- 
centrations, using a dilution curve in which 100% thromboplastin 
corresponds to a clotting-time of 10 seconds. 
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Fic. 3.—The curves :epresent the results of the thromboplastin 
generation test carried out with normal Al(OH),-treated plasma 
and platelets and serum from a normal person ( ), from 
a haemophilic subject (@——@®), and from Case 3 X). 
The clotting-times have been converted to thromboplastin con- 
centrations, using a dilution curve in which 100% thromboplastin 
corresponds to a clotting-time of 10 seconds. 
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It will be seen that, whereas the haemophilic subject lacks 
antihaemophilic globulin, the preparation from Case 3 
behaves normally and therefore contains the normal 
amount of antihaemophilic globulin. In Fig. 3 the nor- 
mal antihaemophilic globulin is tested with sera from a 
normal and a haemophilic subject and from Case 3. From 
these curves it is clear that the haemophilic and normal 
sera behave similarly, whereas the serum of Case 3 lacks 
a substance necessary for thromboplastin formation. Thus 
the Christmas factor is a factor required for normal blood 
thromboplastin formation. In the thromboplastin genera- 
tien test the fundamental defect, the ability to form blood 
thromboplastin, is tested directly. Both those patients with 
haemophilia and those with Christmas disease fail to form 
thromboplastin normally, but in the two conditions a 
different factor is lacking. 


Discussion 

The cendition described in these seven patients—Christ- 
mas disease—resembles haemophilia so closely in its clini- 
cal and laboratory findings that until recently cases of the 
disease were undoubtedly classified as haemophilia. These 
patients, and the three described by Koller et al. (1950), 
Aggeler et al. (1952), and Schulman and Smith (1952), are 
probably all examples of the same condition. In testing 
these 10 cases some 50 patients with true haemophilia or 
antihaemophilic globulin deficiency have been studied. It 
is not possible to suggest the true incidence of Christmas 
disease in so-called haemophilic patients from these figures, 
because in all instances the anomalous case was tested first. 
In 35 patients examined by us one additional patient 
(Case 6) was discovered. It is probable, therefore, that 
the disease is not very common. 

Haemophilia is inherited as a sex-linked recessive charac- 
ter. All 10 cases of Christmas disease so far described 
were in males. There was no family history in five. The 
patient described by Koller et al. (1950) had a history 
resembling that of haemophilia. The only abnormal 
feature was that the female carriers in this family had 
abnormal prothrombin consumption tests. This finding 
suggests that in this family the factor controlling the 
disease was not completely recessive. Cases 3 and 4 
described in this investigation were members of one family 
in which the inheritance was the same as that in haemo- 
philia (Fig. 1). The mother of Case 3 showed no abnor- 
mality, but the mother of Case 4 had a lengthened clotting- 
time and deficient prothrombin consumption. These find- 
ings are similar to those of Koller et al. In the family 
of Case 7 also the inheritance was that of a sex-linked 
recessive character. Case 6 had an affected brother. From 
these findings it seems that the inheritance in Christmas 
disease is similar to that in haemophilia, but that the defect 
may not be completely recessive. 

The fundamental defect in both haemophilia and Christ- 
mas disease is a failure to form intrinsic thromboplastin. 
The factors necessary for thromboplastin formation are 
platelets, antihaemophilic globulin, and the fraction of 
serum proteins which is adsorbed by AI(OH)s:. Patients 
with haemophilia lack antihaemophilic globulin and 
patients with Christmas disease lack a factor most readily 
obtained from serum. Biggs et al. (1953) showed that a 
“serum factor” was necessary for blood thromboplastin 
formation. This factor is probably identical with the factor 
VII of Koller et al. (1951) which is necessary for the action 
of brain thromboplastin. Both are present in serum, are 
adsorbed by inorganic precipitates, and are stable on 
storage. On separation of plasma fractions by the ether 
precipitation method both appear to be in the crude a- and 
8-globulin fraction. When a patient is treated with ethyl 
biscoumacetate there is a similar and parallel reduction in 
both the Koller factor VII and a factor required for blood 
thromboplastin formation. But the factor which is lacking 
in Christmas disease differs from Koller’s factor VII in that 
the Christmas factor is not necessary for the action of brain 
thromboplastin, hence the normal one-stage prothrombin 
times. This difference can be interpreted in one of two 


ways: either the factor VII in Christmas disease is modified 
in. some way, retaining its ability to react with brain 


thromboplastin but losing its ability to form blood - 


thromboplastin, or it must be suggested that the two 
similar factors are both necessary for thromboplastin 
formation. 

The best-known treatment for haemorrhage in cases of 
true haemophilia is transfusion with fresh blood or with 
the concentrated material prepared from the fibrinogen 
fraction of normal fresh plasma. Cases 1 and 5 were 
transfused with the fibrinogen fraction of normal plasma 
and, as would be expected, this had no effect. From 
in vitro tests with Case 1 it is clear that both haemophilic 
and normal plasma are more effective than the fibrinogen 
fraction. In general, haemorrhage in Cases 1 and 3 is said 
to cease rapidly after transfusion. On the other hand, 
Case 4, a child weighing only 45 Ib. (20.4 kg.), was trans- 
fused with 300 ml. of fresh blood, and the laboratory tests 
showed no change after this relatively large transfusion. 
A patient with true haemophilia of the same age and weight 
was transfused at the same time with the same amount of 
fresh blood and showed the usual good response to trans- 
fusion. Case 6 was transfused with 650 ml. of blood three 
days old, and his clotting defect was temporarily abolished. 

Case 5 required the extraction of five teeth. Before the 
first two were removed he was given a transfusion of 2 pints 
(1.1 litres) of stored plasma. During the 24 hours after this 
transfusion his whole-blood clotting-time, prothrombin con- 
sumption index, and thromboplastin generation test were 
within normal limits, and after the extractions he did not 
bleed. By three days after transfusion all of the tests 
showed a return.almost to the pre-transfusion level. Two 
days after the removal of the first two teeth he was given 
350 ml. of fresh serum, and on the next day three teeth 
were removed. ‘ The whole-blood clotting-time and pro- 
thrombin consumption index were reduced to the upper 
limits of normal following this transfusion, but the thrombo- 
plastin generation test remained far below the normal range. 
After these extractions he bled profusely, his haemoglobin 
being reduced to 52% of normal. 

From these results it seems that the thromboplastin 
generation test may be the most sensitive index of the 
therapeutic effect of transfusion. Stored blood may be a 
more effective treatment for Christmas disease than quite 
fresh blood. The amount of blood likely to be required 
to control haemorrhage in an adult is of the order of 
4 pints (2.3 litres) or 2 pints (1.1 litres) of plasma. 

In conclusion it may be said that among cases usually 
classed as haemophilia are two distinct entities. Most 
““haemophilic” patients lack the antihaemophilic globu- 
lin; a smaller proportion lack a serum factor related to 
but differing from factor VI{ of Koller. This substance 
is referred to as the Christmas factor. A preliminary 
differentiation between these two conditions can readily be 
made by studying the in vitro effect of proportions of nor- 
mal and haemophilic plasma on the calcium clotting-time 
of the patient’s plasma. An exact distinction can be made 
by using the thromboplastin generation test. The existence 
of Christmas disease is of great academic interest, and the 
recognition of the condition in a specific patient is impor- 
tant because the treatment is not the same as that for 
haemophilia. 

Summary 

In this investigation haemophilia has been defined as 
a severe bleeding tendency in males dating from early 
infancy, inherited as a sex-linked recessive character in 
which there is a failure or delay in blood thromboplastin 
formation owing to a deficiency in antihaemophilic 
globulin. 

Seven cases are recorded in which the clinical, usual 
laboratory, and in four cases the genetic features of 
haemophilia were present. In the blood of these patients 
antihaemophilic globulin was present in normal 
amounts, but blood thromboplastin formation was 
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grossly reduced because of the deficiency in the blood 
of a factor called the Christmas factor. 

The Christmas factor can be obtained most readily 
from serum, and in some features resembles the serum 
factor VII of Koller et al. (1951). It differs greatly from 
the antihaemophilic globulin, and the blood from 
patients with true haemophilia (antihaemophilic globulin 
deficiency) is as effective as is normal blood in correcting 
the clotting abnormality in the blood or plasma of 
patients with Christmas disease. 

In the treatment of haemorrhage in cases of Christ- 
mas disease concentrated preparations of antihaemo- 
philic globulin are ineffective. 

Dr. A. S. Douglas thanks the Medical Research Council for a 
Fellowship in Clinical Research enabling him to take part in 
this work. Dr. C. Merskey thanks Dr. J. Wolf Rabkin and 
Dr. P. M. Smythe for assistance and for permission to see 
Cases 4 and 6. Dr. C. Merskey received a grant from the Staff 
Research Fund of the University of Capetown. The work 
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A year ago, during the course of experiments on the 
metabolism of haemoglobin derivatives in rats infected 
by blood passage with P. berghei, difficulty was experi- 
enced in infecting animals which were being maintained 
on a standard low-iron diet, consisting of milk to which 
minimal quantities of vitamins B, and B, and calcium 
pantothenate had been added (Copp and Greenberg, 
1946). It was at.first thought that the low iron content 
of the diet might be responsible for this phenomenon, 
but the addition of iron in adequate dietary amounts 
to the milk vitamin was found to have no effect. The 
results of further preliminary experiments, however, 
indicated that some degree of suppression of P. berghei 
infection occurred in animals which were infected while 
on a milk-vitamin diet. Recent experiments carried out 
under more carefully controlled conditions have con- 
firmed this. Suppression of blood-transmitted P. berghei 
malaria in rats has been obtained in animals fed on 
diets of cow’s milk, reconstituted proprietary dried 
milks, or human milk. Suppression of infection has 
also been observed in mice maintained on a diet of 
cow’s milk and vitamins. 





Experimental 


The Parasite—The strain of P. berghei used in these 
experiments was obtained originally from the London 
School of Hygiene and Tropical Medicine, and has been 
passaged in rats over the last three years by intraperitoneal 
blood injection. Frequent rapid passage of this strain 
through rats has provided us with a parasite of high viru- 
lence which commonly kills animals living on a normal 
laboratory diet. 

In animals which survive, two waves of parasitaemia are 
commonly observed. The first wave is usually the more 
severe, reaching its maximum on about the tenth day after 
intraperitoneal injection with a standard inoculum of one 
million infected cells. The second, and usually much 
milder, wave appears somewhere about the twentieth day 
after injection. 

Method of Infection of Rats.——In our early experiments 
the infecting dose of parasites was not calculated. Much 
more consistent results have been recently achieved by con- 
trolling the inoculum as follows. Blood is taken from an 
infected animal in which the parasitaemia is high and rising 
(usually 30% or more red cells infected). The number of 
parasites per 500 red cells is estimated and the blood diluted 
with citrated saline so that 0.2 ml. contains the standard 
inoculum of one million infected red cells. This volume 
is immediately injected intraperitoneally into each recipient 
rat. 

Animals.—The rats used in the experiments were albinos 
bred in our laboratories from a strain obtained 18 months 
ago ‘from the Sir William Dunn School of Pathology, 
Oxford. In each experiment the animals were of approxi- 
mately the same age and weight (usually about 200 g.). 
In some cases litter mates were used. Before being placed 
on milk diets rats were maintained on the normal labora- 
tory diet described below. 


Diets 

The diets referred to in the results were as follows. 

(a) Normal Laboratory Diet.—This consisted of pro- 
cessed material obtained from Lever Bros. Ltd., containing 
wheat germ, skim-milk powder, dried yeast, fine bran, broad 
bran, molasses, coconut cake meal, groundnut cake meal, 
maize, fish meal, dried blood meal, limestone, common 
salt, bone flour. It was fed in the form of cubes with 
water ad lib. to the animals which served as controls for 
each experiment. 

(b) Cow’s Milk.—Retail whole milk was used. To each 
kilogram of milk was added 5 mg. each of vitamins B; and 
Bs and 50 mg. of calcium pantothenate. Each animal was 
offered 150-160 ml. a day, equivalent to a protein intake 
of 4-5 g. 

(c) Reconstituted Dried Milk.—Proprietary brands of 
dried milk were reconstituted according to instructions, and 
the same quantities of vitamins added per equivalent of 
reconstituted material. The volume offered was the same 
as in the cow’s-milk diet. 

(d) Human Milk.—A supply of human milk was obtained 
from the Liverpool Maternity Hospital. Before use it was 
stored in a deep freeze unit. No vitamins were added: 
each animal was offered 150-160 ml. a day, equivalent to a 
protein intake of approximately 3 g. 


Experimental Conditions 


All experiments were carried out in the same laboratory, 
which was controlled within a temperature range of 
65-68° F. (18.3-20° C.). Animals were fed from sterilized 
inverted bottles stoppered by rubber bungs through which 
a sterilized glass feeding-tube was inserted and passed 
through the bars of the cage. Sterilization of feeding 
apparatus before filling was found to be necessary in order 
to avoid curdling. 

In the earlier experiments small groups of animals were 
fed in the same cage from the same inverted bottles. We 
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have more recently caged and fed each animal separately, 
in order to determine its consumption of diet more pre- 
cisely. The amount of diet consumed is now calculated by 
measuring the quantity left after a full day’s feeding. Milk- 
bottles are refilled morning and evening. 

The animals in most experiments were placed on the 
respective diets four days or more before being infected. 
Suppressive activity was sometimes observed in animals 
infected on the same day as that on which they were placed 
on the diet, but it was usually advisable to allow a few 
days before infection for the animals to become accustomed 
to the diet. 

All animals on milk diets suffered some loss of weight. 
This was most pronounced in the early stages before the 
animal became accustomed to the changed diet. Animals 
fed on the normal laboratory diet usually gained weight. 

Samples of blood were taken from the tail on the fourth 
day after infection and subsequently. Thin blood films 
were prepared and stained with Leishman’s stain and exam- 
ined under the 1/12 oil-immersion objective. The number 
of parasites present was estimated by counts of the number 
of infected red cells per oil-immersion field. When the 
numbers of parasites were high they were represented by 
one, two, or three “plus” signs. Animals which died or 
were killed were examined and touch smears made of the 


spleen and liver. The smears were stained with Leishman’s _ 


stain and examined for parasites, pigment, and reticulocytes. 
Histological specimens were prepared in certain cases. 

In some experiments subinoculation of blood from 
animals with milk-suppressed malaria was carried out. Up 
to 1 ml. of blood from the infected animal was injected 
intraperitoneally into a non-infected animal of about the 
same weight; the blood of the recipient was subsequently 
examined regularly for parasites. 


Results 
In the examples of experimental results given below the 
evidence is presented solely in terms of rough parasite 
counts in individual animals. No indication of the clinical 
condition of the animals or necropsy findings is given. 


Experiment A 

Result——Suppression of primary parasitaemic wave in 
animals on cow’s milk, “ ostermilk No. 2,” and Australian 
dried milk. Details shown are of animals on Australian 
dried milk only. Note the secondary parasitaemia on 17th 
to 24th day after infection. 

Details.—Placed on diets three days before infection. Fed 
in groups.. Arbitrary inoculum on March 28, 1952. 











. Reconstituted Australian 
Normal Diet Dried Milk 
Rat No.: 853 856 844 846 847 
Days after 
infection and 
‘asitaemia 
is 3 3/1 5/1 0 0 0 
4 3/1 4/1 0 0 0 
5 5/1 5/1 0 0 0 
6 10/1 10/1 0 0 0 
7 20/1 + 0 0 0 
8 + + 0 0 0 
9 + + 0 0 0 
10 2/1 + 0 0 0 
11 1/20 ++ 0 0 0 
12 1/200 ++ 0 0 0 
13 1/100 ++ 0 0 0 
14 1/100 ++ 0 0 0 
15 1/120 ++ 0 0 0 
16 1/20 ++ 0 0 0 
17 1/20 Killed 0 1/50 1/5 
18 1/100 1/1 1/10 15/1 
19 0 5/1 5/1 15/1 
20 0 S/1 15/1 10/1 
21 1/1 10/1 2/1 
22 0 1/200 i/i 
23 0 — a 
24 0 1/10 1/3 
25 0 1/50 0 
26 0 
z 
29 0 




















Note.—The animals on ostermilk No. 2 and cow’s-milk 
diets of the standard nature showed similar results. In 
particular Rat No. 857 remained entirely free of visible 
parasites for 26 days. On changing its diet fo the normal 
laboratory diet after this length of time and inoculating 
into a recipient animal (arbitrary inoculum) two days later, 
parasites appeared in the latter’s blood in three days and 
increased to a count of 5/1, which was maintained for the 
period 8-12 days after subinoculation. 


Experiment B 
Result.—Suppression in animals on diluted cow’s milk. 
Failure of suppression on normal diet plus milk ad ib. 
Details.—Placed on diet six days before infection. Fed 
-~ oe Inoculum of one million cells given on April 














. Cow’s Milk Diluted 
: Normal Diet + : 
Normal Diet > with Equal Parts 
Cow’s Milk are 
Rat No.: 875 860 872 877 878 864 873 876 
Days after 
infection and 
parasitaemia 
1 0 1/100} 1/200 0 1/100; 0 0 0 
2 1/100 0 1/50 0 0 0 1/100} 0O 
3 — — —_ — — 0 0 0 
4 3/1 3/1 2/1 3/1 3/1 0 0 1/20 
5 5/1 5/1 — 1/1 1/1 0 0 1/50 
6 — —_— _— — — 0 0 0 
7 10/1 10/1 5/1 10/1 | 10/1 0 0 0 
8 Died + 20/1 + + 0 0 0 
9 Died | 20/1 ++ Died 0 0 0 
10 Died | Died 0 0 0 
11 0 0 0 
12 1/100} 0 0 
13 0 0 0 
14 0 0 0 
18 0 1/10 0 
24 0 1/50 0 
25 0 0 0 
31 0 0 0 
32 Diet changed to 
normal diet 
41 Occas.; Occas.| 1/20 
43 0 1/2 1/10 
47 0 1/10 } 1/20 
Sa. 0 0 0 





























Occas.= Occasional parasite. 


Experiment C 
Result.—Partial suppression in animals on cow’s milk and 
ostermilk No. 2. 
Details.—Animals placed on diets on the day of infection. 
Fed in groups. Inoculum of one million infected cells given 
on June 16, 1952. 











: ’ : Reconstituted 
Normal Diet Cow’s Milk Ostermilk 
Rat No.: | 969 970 971 | 972 | 973 | 974 | 975°) 976 | 977 
_ Days after 
infection and 
parasitaemia 
7 10/1 1/1 10/1 0 1/5 | 1/5 [1/3 | 1/2 1/2 
8 7/1 — 3/1 0 1/1 | 2/1 [1/5 | 1/2 2/1 
9 3/1 7/1 2/1 1/10} 3/1 | 1/1 | a/2 J afa 4/1 
10 15/1 15/1 6/1 1/2 | 6/1 | 1/1 [4/2 | 2/1 1/1 
il + ++* + 1/2 | 5/1 | 2/1 J a/isjafi 1/10 
12 ++ |Hb-uria} 10/1 3/1 }10/1 | 2/1 [1/10] 1/1 1/50 
, (killed) 
1 ome ome am = a — <= ou 
14 ps +++ /10/1 | 7/1 | 4/1 | 1/10) 1/50 0 
(killed) 
15 ++* | 5/1 | 5/1} 5/1 0 |Occas.| 0 
(killed) 
16 S/1 | 2/1 | S/i 0 0 0 
17 2/1 | 1/3 | 8/1 0 0 0 
18 1/15} 1/10) 8/1 0 0 0 
































* Moribund before being killed. - Occas.= Occasional parasite. 


Experiment D 
Result-—Good suppression of severe infection in animals 
on cow’s milk. Partial suppression in animals on ostermilk. 
Details.—Placed on diet of cow’s milk 20 days, ostermilk 
20 days, before infection. Inoculum of one million infected 
red cells given on July 21, 1952. 
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Normal Diet Ostermilk No. 2 
| ' 

Rat No.: | 982 | 983 | 984 | 985 | 986 | 987 | 988 | 989 | 990 

Days after 

infection and 

parasitaemia 
3 8/1 0 11/1 |} 1/100} 0 0 | 5/1 0 0 
4 + | 1/100] 20/1 | 1/100] 0 Oo |15/1] 0 1/200 
5 + | 1/100} 20/1 0 0 0 | 20/1 0 0 
6 Died} 10/1 ++/ 0 /] 0 | O | 6/1] 1/200] 1/50 
7 15/1 |+++! 0 0 Oo | 4/1; 21 [ist 
s - +++] 0O 0 oO jti/l] 35/1 2/1 
9 40/1 Died | 0 |1/50] 0 + |15/1 1/20 
10 +++ 0 3/1 Oo | 2/1} 2/1 0 
il Died Sat Fae ae mail 
12 0 |41 | 0 | O 0 0 
13 0 [41 | oO 0 0 0 
14 o {1/5 | O | 0 0 0 
15 0 | 0 0 0}; oO 0 
16 a. eh e@ 4 0 
17 0 | 0 | 0/0 0 0 

“@| 8 
Experiment E 


Results.—Suppression in animals on human milk and 
partial suppression on ostermilk. Positive subinoculation 
from rats on human milk diet. 

Details.—Placed on diet of human milk 16 days, of oster- 
milk 21 days, before infection. Inoculum of one million 













































































infected red cells given on November 27, 1952. Fed. and 
housed separately. 
Normal Diet Ostermilk No. 2 | Human Milk 
Rat No.: | 227 | 232 289 | 245 | 242 | 243 | 231 | 235 | 391 
Days after 2 & | 
infection and | 
parasitaemia | | | 
2 1/20 0 1/100} 1/100; 0 | 0 0 0 0 
3 1/10 0 0 0 | 0 0 {1/30} oO 0 
4 4/1 1/2 0 0 | 0 0 0 0 0 
5 5/1 6/1 0 0 0 |1/20|} 0 0 0 
6 5/1 | 10/1 0 0 | 0 /1/5 | 0 0 0 
7 7/1 -| 9/1 =| 1/20 o | o /1/1 | O 0 0 
. 13/1 | 6/1 2/1 0 }|0!71 | 0 0 0 
9 Died | 16/1 8/1 0 0 |9/1 0 0 0 
10 12/1 | 12/1 0 0 /4/1 0 0 0 
11 5/1 | 20/1 | 0 0 |1/5 | O 0 0 
i2 }11/1 | 20/1 0 | oO {1/50} 0 0 | 0 
Subinoculations on Day 12 
From Rat 231 From Rat 235 From Rat 391 
RatNo.: | 248 | 249 | 388 | 238 8 | 239 239 | 24 240° 
Bord teed ben 
Days ai after | 
=. 
1 0 0 0 0 0 0 0 0 0 
2 0 0 0 0 0 0 0 0 0 
3 0 0 0 i) 0 0 0 0 0 
4 1/200} 0 0 0 0 0 0 0 0 
5 0 0 0 0 0 0 0 0 0 
6 0 1/15 | 1/8 0 0 0 0 0 0 
7 1/100} 1/1 1/1 0 0 0 0 0 0 
Discussion 


The results of the experiments described above and those 
of other similar experiments not given in detail here indi- 
cate that in animals living on a diet of milk plus vitamins 
there is a suppression of the growth of blood-transmitted 
P. berghei. This is shown in the absence of parasites or 
the relatively light parasitaemia which develops in animals 
on the milk diet compared with control animals given a 
normal laboratory diet. 

In most cases there is a considerable suppression of the 
primary wave of parasitaemia which follows intraperitoneal 
inoculation of infected blood. In experiments in which the 
inoculum has been virulent enough to cause early death in 
control animals some degree of parasitaemia is commonly 
found for a short time in those animals on milk. This 
parasitaemia tends to subside and may be followed by a 
considerable period of quiescence, and sometimes a later 
milder wave of parasitaemia. Occasionally, however, an 
animal on milk has died after infection, usually some time 
after the controls. There may also be some clinical signs 
of: illness, including ruffled fur and listlessness, which may 
occasionally develop before the parasites appear. 


Less virulent inoculations which produce non-fatal 
attacks in control animals may fail to give rise to any 
parasitaemia in the animals on milk. 

In some cases there may possibly be radical cure or 
inhibition of the infection, but the evidence suggests that 
the action of the milk diet is primarily one of suppression. 
Presumably the multiplication of the parasite is in some 
way impeded although the organism is not actually 
destroyed. This is indicated by those experiments in which 
parasitaemia developed to some extent at some stage, often 
late, after inoculation, and also by the sometimes successful 
subinoculation of blood from animals in which malaria has 
been suppressed by milk to fresh rats. An example of the 
latter is seen in rat 857 (Experiment A) the blood of which 
was negative for 26 days after the intraperitoneal adminis- 
tration of a parasite inoculum which killed the control 
animals. Blood from this rat was inoculated on the 26th 
day intraperitoneally into a fresh rat, in the blood of which 
parasites appeared within four days. Similar positive sub- 
inoculation occurred in the animals in which malaria was 
suppressed by human milk. 

In some experiments animals in which malaria appeared 
to be suppressed were restored to the normal laboratory 
diet. In most of these rats parasites rapidly reappeared 
in the blood after the change of diet, but the resulting 
parasitaemia was seldom severe or long-maintained. These 
results may also be indicative of suppression, although it 
is possible that the parasitaemia observed might have arisen 
in some cases spontaneously if the diet had not been 
changed. 

It is interesting to note that the activity of cow's milk 
in suppressing P. berghei was observed in pasteurized and 
various dried forms. 

The human milk was stored before use in a deep freeze 
in which it was frozen solid. As will be seen from the 
experiment quoted above (Experiment E) this treatment did 
not affect its suppressive activity. 


Conclusion 


So far we have been able to study only blood-transmitted 
P. berghei malaria. The true significance of the suppres- 
sive action of milk cannot be assessed until it has been 
examined in the mosquito-transmitted disease. 

Nevertheless, it seems clear that milk contains some- 
thing that can inhibit or restrict the development of the 
asexual phase of blood-transmitted P. berghei in the rat and 
the mouse. 

We have decided to give this very brief account of the 
work because we believe this is the first time a dietary factor 
has been shown to have a suppressive effect on a protozoal 
infection. Whatever the nature of this suppression, we 
think its demonstration is likely at least to lead to some 
further information regarding the metabolism of the parasite. 

It is clear also that some attention must now be paid to 
the effect of milk on human malaria. We feel that it is 
possible that herein lies the explanation of the common 
observation that severe malaria is not often seen in very 
young infants (Bruce-Chwatt, 1952). 


Since writing the above note we have been told that 
Dr. Paul Gyérgy, of the University of Pennsylvania School 
of Medicine, Philadelphia, has this month described in a 
lecture in London experiments indicating the existence of 
a factor in milk protective against certain virus infections. 


We are deeply obliged to all those who have helped us, particu- 
larly to Miss E. J. Moss and Miss M. A. L. Hesketh for their 
technical assistance, and to Professor T. N. A. Jeffcoate and 
Dr. D. N. Menzies and the Sisters of Liverpool Maternity 
Hospital for their considerate help in obtaining for us sources of 
human milk. 

This work is part of the research carried out under the recently 
renewed John Holt Malaria Research Grant, without which it 
could not have been undertaken. 
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HALLUX VALGUS AND RIGIDUS 
TREATED BY ARTHRODESIS OF THE 
METATARSO-PHALANGEAL JOINT 


BY 
N. ROSS SMITH, M.B., Ch.M., F.R.C.S. 


Senior Orthopaedic Surgeon, Bournemouth and Dorset 
Hospital Groups 


The treatment of hallux valgus and hallux rigidus can- 
not be looked upon as satisfactory. Although the 
operations in use sometimes relieve pain in the meta- 
tarso-phalangeal joint of the great toe and improve the 
appearance of the foot, far too many patients are not 
so relieved or continue to have pain at other of the 
metatarso-phalangeal joints, and there are few who do 
not remain to some extent disabled. Experience forces 
one to conclude that these operations are unsound in 
principle. In recent years I have preferred an operation 
which makes the metatarso-phalangeal joint of the great 
toe rigid in a position of slight dorsiflexion and abduc- 
tion. This operation, which is based on the principle of 
preserving the strength and function of the great toe, has 
been so much more satisfactory than other operations 
that it is thought justifiable to advocate its general use. 


Aetiology . 

A rational operative treatment of either hallux valgus or 
rigidus based on what is known of their causation does not 
seem to be practicable. The primary cause of hallux valgus, 
and perhaps also of hallux rigidus, is evidently congenital 
anomaly of the form of the metatarsus. X-ray examina- 
tion shows that in those feet without hallux valgus the 
metatarsals lie nearly parallel, their heads forming a slight 
curve convex distally, with the head of the second as the 
most distal point on the curve. In feet with hallux valgus, 
x-ray examination shows variations of this arrangement in 
relative length and in spreading of the metatarsals ; corre- 
sponding with this, splaying of the forefoot is seen on 
physical examination. These anomalies of the metatarsus 
may often be symmetrical in any pair of feet. Associated 
with them may be other congenital anomalies such as 
partial webbing, flexion contracture, clawing, lateral devia- 
tion or other deformities of the toes, and poor muscular 
development. In particular, in feet with hallux valgus the 
first metatarsal is more or less adducted so that it diverges 
from the second metatarsal. This metatarsal is also often 
shorter and thicker than the others, and it may be partly 
rotated on its long axis. This divergence of the first meta- 
tarsal is evidently the underlying cause of hallux valgus, 
predisposing to outward deflection of the great toe from 
pressure of the shoe and from pull of the flexor and 
extensor tendons across the angulated joint, once deflec- 
tion has begun. 

Authorities differ regarding the explanation of this diver- 
gence of the first metatarsal. Morton (1935) maintains that 
it is due to delayed evolution from a pre-human ape-like 
state of the foot, in which the great toe with its metatarsal 
was adducted and separated from the rest of the forefoot 
as the thumb is in the hand. Wood Jones (1949) holds that 
it is due to a fault in ontogeny whereby the primitive radi- 
ating pattern of the metatarsals and digits more or less 
persists. However, it is not the primary cause of hallux 
valgus which is responsible for the symptoms in civilized 
races, but rather the secondary effects: the deflection of 
the toe, impairing its function; the exostosis on the head 
of the metatarsal and the overlying bursa, liable to 
inflammation, arising from friction and pressure from the 
shoe ; osteoarthritis of the metatarso-phalangeal joint ; and 
abnormal strain on the other joints of the forefoot because 


the patient avoids taking weight on the great toe or is 
unable to do so in its displaced position. 

It is less certain that hallux rigidus is primarily due to 
congenital anomaly of the metatarsus. A large-scale survey 
would be needed to determine this. However, it is notable 
that variation of the relative length of the metatarsals (the 


“‘ metatarsal formula ”) can often be seen in cases of hallux/ 


rigidus. Hallux rigidus is a state of osteoarthritis of the 
metatarso-phalangeal joint of the great toe. Although the 
cause of osteoarthritis is uncertain, it is clear that it may 
occur when articular surfaces are repeatedly jarred, whether 
by an external influence or from malformation of a joint. 
Anomalies of the metatarsals, such as abnormal length of 
the first metatarsal, may ‘predispose to repeated injury to 
the metatarso-phalangeal joint of the great toe, especially 
when shoes are worn. The symptoms of hallux rigidus 
arise from partial limitation of movement in the joint 
imposed by osteoarthritis, which causes pain from capsu- 
lar strain and inability to rise on to the great toe in walking. 


Operations in Use 

Of the operations which have long been in vogue for 
hallux valgus, only one (the Lapidus) attempts to deal 
rationally with the primary disorder, the others seeking 
to palliate the secondary effects. In the Lapidus opera- 
tion an attempt is made by osteotomy of the proximal 
end of the shaft to correct the divergence of the first meta- 
tarsal and thereby to bring the toe straight. In practice 
it is found that the metatarsal cannot be properly aligned, 
and it is left as short as, or shorter than, before ; nor are 
the associated other anomalies of the forefoot or the secon- 
dary effects at the metatarso-phalangeal joint of the halluz 
dealt with. Thus the operation is inadequate. Neverthe- 
less, in adolescents, in whom secondary effects may not 
have developed and operation on the metatarso-phalangeal 
joint is in any case contraindicated because growth has not 
ceased, the operation is warranted, provided that there are 
no other anomalies of the forefoot which would make it 
not worth while. 

There are serious objections to the other common opera- 
tions for hallux valgus, which are also done for hallux 
rigidus. Simple removal of an exostosis leaves the great 
toe and its joint as before, though it is justifiable in 
adolescents and young adults with hallux valgus if 
deformity and limitation of movement are only slight. 

The Mayo and Keller operations, though they correct 
deformity (apparently but not actually) and may increase 
the range of movement at the metatarso-phalangeal joint, 
gravely weaken this joint and either impair the usefulness 
of the hallux or at best do not improve it. Further, the 
Mayo operation, by excising the head of the first meta- 
tarsal, removes one of the main points of weight-bearing 
of the foot -and thus weakens the whole metatarsus. The 
Keller operation, in which the base of the proximal phalanx 
is excised instead of the metatarsal head, leaves a shortened 
and much weakened great toe. Indeed, by both of these 
operations the great toe loses a large part of its function 
as a lever controlled by the flexor and extensor muscles, 
which is so important for the strength and use of the whole 
of the foot in walking. Thus after these operations patients 
cannot, in walking, make the normal final thrust of move- 
ment by rising on to the great toe, but tend to divert their 
weight towards the outer side of the foot. Abnormal strain 
is thereby thrown on to the other metatarso-phalangeal 
joints, especially the second or third, and pain in these 
joints and other effects such as oedema of the forefoot 
may follow. Exercises to strengthen the muscles of the 
foot and surgical shoes to provide support may lessen these 
effects, but in many cases not sufficiently. It is little con- 
solation then to the patient to have a straightened and more 
mobile great toe if she has pain at another site and is still 
disabled. 

It follows that any operation for hallux valgus or rigidus 
should preserve the strength and usefulness of the great 
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toe, even though it is not practicable at the same time to 
correct the primary cause of the disorder of the firs 
metatarso-phalangeal joint. The operation of arthrodesing 
this joint in a position of slight dorsiflexion and abduction 
does so preserve the function of the great toe, even though 
movement at the metatarso-phalangeal joint is abolished. 
The patient can take full weight and rise on the toe in 
walking and thus avoid putting abnormal strain on to 
other parts of the foot. Girdlestone’s operation of “ cap- 
phalangectomy,” in which the distal two-thirds of the proxi- 
mal phalanx of the hallux is excised and then arthrodesis 
made between the remaining base of the proximal phalanx 
and the head of the metatarsal, does not observe this 
principle as it leaves a much shortened toe which cannot 
take weight. 


Technique of Operation of Arthrodesis 


Arthrodesis may be done in the following way. A longi- 
tudinal incision is made, after a tourniquet has been applied 
to the limb, on the antero-medial aspect of the first meta- 
tarso-phalangeal joint extending over the whole length of 
the metatarsal and the proximal phalanx. The skin and 
subcutaneous tissues are raised on the inner side of the 
wound, clearing the exostosis and bursa. The capsule of 
the joint and the periosteum of the metatarsal and phalanx 
are incised in the line of the wound and raised medially and 
laterally so that the proximal two-thirds of the phalanx and 
the distal third and head of the metatarsal are cleared of 
soft tissues, while the adjacent tendons are preserved. Any 
exostosis on either the phalanx or the metatarsal is excised. 
The metatarsal head is denuded of articular cartilage and 
eburnated bone until a rounded convex surface of cancel- 
lous bone is exposed. The base of the phalanx is similarly 
treated, making a concave surface. The sesamoids, if 
enlarged by osteoarthritis, are removed by dissection. The 
rough surfaces of the phalanx and metatarsal are then 
apposed and fixed in a position of 30 degrees of dorsi- 
flexion and 15 degrees of abduction of the toes. For this 
fixation a vitallium or stainless-steel screw may be inserted 
obliquely from the inner side of the metatarsal to the outer 
side of the phalanx, passing through the cortex of each 
bone, along the line of a hole made with a power-driven drill. 
Alternatively, stainless-steel wire or staples may be used 


for fixation, but are more trouble to remove later. The 
capsular and periosteal layer is sutured; the tendon of 
extensor hallucis longus is drawn into correct alignment 
but injury to its sheath is avoided. The skin wound is 
closed. If there is deformity of the other toes tenotomy 
of the extensor tendons, interphalangeal arthrodesis, or 
other appropriate operation may be done at the same time. 
No external splintage is needed immediately. 

Two weeks later, when the wound has healed, a below- 
knee plaster-of-Paris casing extending beneath the toes and 
with an iron or rubber heel is applied to allow the patient 
to walk and to leave hospital. The plaster casing is retained 
for six weeks, when fusion of the joint will have occurred. 
The fixation screw may be removed when x-ray examination 
shows complete fusion, through a 4-in. (1.3-cm.) incision 
over the screw-head. After the plaster is discarded a strong 
leather-soled and low-heeled shoe without a toe-cap should 
be worn, and preferably should be specially made. A trans- 
verse metatarsal bar should be added to this to provide a 
fulcrum under the heads of the metatarsals. This is neces- 
sary as an aid to walking, for the angle of 30 degrees 
of dorsiflexion at which the great toe is fixed, though 
the maximum to allow a shoe to be worn, falls short 
of the degree needed for rising well on to the toe in 
walking. The fulcrum of the metatarsal bar compensates 
for this. 

It must be emphasized that if the metatarso-phalangea} 
joint is fixed at less than 30 degrees of dorsiflexion (which 
corresponds to the normal resting position of the great toe 
when the foot is off the ground) painful strain is thrown on 
the interphalangeal joint and the patient cannot rise so 
easily on to the toe in walking. Weight may therefore be 
transferred partly towards the outer side of the foot, causing 
abnormal strain on other joints, so that the operation will 
have failed in its purpose. 

The time of stay in hospital is no longer than for other 
operations and the disablement period is less, for the patient 
walks in plaster after two weeks, and when the plaster is 
removed can walk naturally, so that physiotherapy is hardly 


needed. 
Results of Arthrodesis 


This operation has now been done by myself or my 
assistants on 31 patients, 17 with bilateral states, making 


TABLE I.—Details of Cases 





sm 8! 





Case Age and : Hallux Rigidus Duration Date of 
No Occupation or Valgus of Symptoms | Operation Result 
1 53 M Shop manager H.R. “ Years” 24/10/46 | Free of pain and disablement. Normal walk 
2 54 F Bar attendant H.V. “A ae leeo eal i om » ii va 
3 28 F Housewife *» - 20/9/50 Some residual pain in hallux and foot and disablement 
4 56 F = H.V. (bilateral) 2 years 20/10/50 Free of pain and disablement in both feet. Normal walk 
5 43 F 9 H.V. “Years” 20/10/50 | Occasional ache in hallux and dorsum of foot. Still deviates 
" : weight to outer side of foot 
6 40 F Shop assistant | H.V. (bilateral) | 20 years 1/11/50 Free of pain and disablement in both feet. Normal walk 
7 61 F Housewife H.R. Rt. “* Years” 10/11/50 Free of pain in hallux. Still some ache in feet. No disable- 
H.V. Lt. ment. Normal walk 
8 45 F am H.R. 10 years 15/11/50 Free of pain and disablement. Normal walk 
9 55 F ” H.V. ** Years” 17/11/50 22 ( >. 9 ” ” ~ # 
10 68 F % és a 6/12/50 | Free of pain in hallux, but some ache in foot and ankle 
11 56 F Guest house $9, a 15/12/50 Free of pain and disablement. Normal walk 
i2 54 F Seamstress H.V: (bilateral) 20 years 20/12/50 Free of pain and disablement in both feet. Normal walk 
13 53 F Hotel assistant ” °° ** Years” 3/1/51 ” ” »” ” ” ” ” ” 
14 61 F Housewife ma be §/1/51 ve pale in hallux, but some aching in feet and remains 
sable 
15 42 F o» ps * as 12/1/51 i x! pain in hallux, but some aching in feet and some 
lement 
16 42 F o» +e ee 10 years 13/1/51 Free of pain and disablement in both feet. Normal walk 
V. Lt. 
17 59 F ” H.V. (bilateral) 1% ” 19/1/51 ” 9 ” ” o> 9s OP ” ” 
18 53 F ” ” ” 6 ” 2/2/51 t,o ” 2° ” o> 99 «989 , ” 
19 66 F ‘ H.R. o 1 year 2/2/51 Still has pain in hallux and disablement 
20 50 F ” IN. 5 months 10/2/51 > 98 8h 8D ” ” 2 
21 47 F ps H.V. (bilateral) 20 years 14/3/51 Free of pain and disablement. Normal walk 
22 42 F “ H.V. . 23/3/51 Free of pain in hallux, but ankle aches. Tires easily “ 
23 55 F po H.V. (bilateral) “Years” 23/3/51 Free of pain, but still has some disablement due to rheumatoid 
, arthritis 
24 29 F Domestic 2 es 15 years 4/4/51 Free of pain in hallux, but some pain in right ankle 
25 55M Labourer = a as 11/4/51 Free of pain and disablement. Normal walk 
26 50 F Domestic Vv. “* Years” 11/4/51 > oF ” ” o. ” ” 
27 . 52 F ” H.V. (bilateral) 4 years 23/5/51 ” ” ” ” > ” ” 
28 56 F Housewife H.V. 20 ” 24/7/51 o> 8 ” ” ” ” o° 
29 62 F Nprse — H.V. (bilateral) | 30 ,, 4/8/51 Free of pain in hallux, but some in ankles 
30 52 F ousewife H.V. — 17/8/51 = pain in hallux, but still some aching in foot and 
lement ; 
31 49 F = i ** Months ” 5/9/51 Free of pain in hallux, but persisting pain in osteoarthritic ankle 
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TABLE II 
Hallux | Hallux 
i Cases Valgus | Rigidus 
A. Free of pain and disablement 28 (58%) 25 3 
in hallux and foot (11 bilateral) 
B. Free of pain in hallux, but 89% 
some occasional or persis- 15 (31%) 14 1 
tent pain elsewhere in foot | (5 bilateral) 
P or disablement 
C. Not free of pain or disablement 5 (11%) 2 3 
(1 bilateral) 
Totals oe Pe 48 41 7 
(31 patients 
—17 bilateral) 














41 cases of hallux valgus and 7 cases of hallux rigidus 
(Tables I and II). The number of cases of hallux rigidus 
is smaller because only severe cases were operated upon, 
most cases being relievable by non-operative means. One 
case was treated six years ago, and the patient, a man aged 
53, has remained free of pain and disablement and is 
able to lead a life requiring much standing and walking. 
The other cases were done during the period September, 
1950, to September, 1951. The period elapsing since opera- 
tion in at least some of these cases is too short for a proper 
assessment of the value of the method, but the results to 
date seem to be worth recording. 

As with other kinds of operation for hallux valgus or 
rigidus, the result is affected by the association of other 
states of the feet which may cause pain or disablement or 
prevent full recovery of function. Such associated states 
were present in most of the cases, consisting in splaying of 
the metatarsus, clawing or other deformity of other toes, 
onychogryposis, pes plano-valgus, dorsal bony prominences, 
luxation or stiffness of other metatarso-phalangeal joints, 
osteoarthritis of these joints or of the tarsal or ankle-joints, 
rheumatoid arthritis, or varicose veins. One case had had a 
previous Mayo operation. Nevertheless, of the 41 cases of 
hallux valgus, there is freedom from pain and disablement, 
and a normal walk, in 25. In 14 cases of hallux valgus no 
pain is now felt in the hallux (metatarso-phalangeal joint), 
but still some pain, occasional or persistent in walking, else- 
where in the foot, or some disablement ; in two cases pain 
in the hallux and disablement persist. Of the seven cases 
of hallux rigidus, three are free from pain and disable- 
ment and walk normally ; one still has some pain elsewhere 
in the foot ; and three still complain of pain in the hallux 
and of disablement. 

Thus of 48 cases, 28 (58%) may be deemed quite satis- 
factory. A further 15 (31%) may also be thought satis- 
factory, allowing for the presence in most cases of other 
causes of pain or disablement of the foot. Five cases (11%) 
are failures in that there has been no relief of pain in the 
hallux. Failure to relieve pain elsewhere in the foot or 
disablement has been attributable largely to associated states, 
such as clawing of the toes with stiffness of the metatarso- 
phalangeal joints, not being fully amenable to treatment 
carried out at the same time as that for the hallux valgus 
or rigidus. But failure to relieve pain in the hallux and 
in some cases elsewhere in the foot has been due to fixa- 
tion of the metatarso-phalangeal joint during arthrodesis at 
an angle of less than 30 degrees of dorsiflexion, so that the 
patient on walking again has not been able to take weight 
properly and to rise on to the hallux. 


Summary 

An operation of arthrodesis of the first metatarso- 
phalangeal joint for hallux valgus and rigidus is de- 
scribed and advocated for use in adults in preference to 
the other operations at present in vogue for these con- 
ditions. 

It is considered that in any operation for hallux valgus 
or rigidus the need is to preserve the function of the 


great toe, and that while arthrodesis of the metatarso- 
phalangeal joint as described observes this principle, 
other operations (removal of the exostosis, the Mayo, 
Keller, and Girdlestone) fail to do so and are therefore 
unsatisfactory. 


2 

[Since the above was submitted for publication a year 
ago 52 more cases have been treated by arthrodesis, 
making, in 64 patients, 100 cases in all (36 bilateral)—84 
of hallux valgus and 16 of hallux rigidus. A survey of 
all cases treated up to six months ago has given a simi- 
lar result to that in Table I for the first 48 cases, except 
that the proportion of cases of hallux rigidus relieved 
of pain is higher.] 

REFERENCES 


Jones, F. Wood (1949). Structure and Function as Seen in the Foot, 2nd 
ed. Baillitre, Tindall and Cox, London. 
Morton, D. J. (1935). The Human Foot. Columbia Univ. Press, New York. 





— 





THIOURACIL IN TOXIC GOITRE 
LATE RESULTS IN A PERSONAL SERIES 


BY 


DAVID DOUGLAS, M.D., F.R.F.P.S. 
Physician to Out-patients, Royal Infirmary, Glasgow 


AND 


AGNES T. KENNIE, M.D., F.R.F.P.S. 
Formerly Assistant Physician, Royal Infirmary, Glasgow 


Thiouracil and allied substances have been used in this 
unit since December, 1943, and a preliminary report was 
published in May, 1945 (Kennie, 1945). It was decided 
to make a close personal observation of a series of cases 
of thyrotoxicosis treated by this method for a period of 
at least five years. This work was undertaken by one 
of us (A. T. K.), but was interrupted and continued by 
the other (D. D.) up to the time of writing. The report 
which follows deals with the results of thiouracil treat- 
ment and the conclusions drawn from a personal series 
observed over a period of approximately seven years. 


Clinical Material 


During the period under review 222 cases were accepted 
for treatment. All the patients referred to the unit as cases 
of toxic goitre and in whom the diagnosis was considered to 
be correct were treated by this method. In mild cases the 
differentiation between anxiety states and thyrotoxicosis is 
often difficult. Many cases of anxiety neurosis were referred 
from other sources as toxic goitre, but were rejected for 
thiouracil treatment at the clinic. Even so, 13 cases included 
in the series were later thought to be anxiety states. Eleven 
cases have been excluded because the follow-up period has 
been less than one year, which is regarded as too short for 
reliable assessment of the outcome of treatment. In a 
further 11 cases trace of the patient has been lost. There 
are thus left for study 187 cases. An assessment of initial 
severity was made on clinical grounds, the B.M.R. being 
found less reliable. The-numbers in each group were as 
follows : severe 55, moderate 84, mild 48. 

The series comprised 21 men and 166 women, a propor- 
tion of males to females of 1 to 8. Their ages ranged from 
14 to 68 years. One hundred and eleven were treated entirely 
as out-patients and were seen at a special weekly clinic. 
The remaining 76 were in hospital at some stage in their 
illness. The early cases were all admitted, but, later, out- 
patient treatment was customary and patients were admitted 
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only when seriously ill, for operation, or for the control 
of complications such as auricular fibrillation or congestive 


heart failure. 
Treatment 


Management.—The management of cases has been 
described previously (Kennie, 1945), and can abe stated 
briefly. All patients were told to rest during the first two 
weeks of treatment and in-patients were given a high-carbo- 
hydrate diet. The importance of a large fluid intake was 
emphasized. Sodium phenobarbitone was given to those 
who did not sleep well. Patients were warned to. report at 
once such toxic phenomena as inflamed eyes, sore throat, or 
rash. The dose of thiouracil was divided over the day and 
the tablets were crushed and given in solution. These few 
rules were followed strictly in the wards and stressed to 
out-patients, both orally and by written instruction. To 
them we ascribe the low incidence of serious toxic 
phenomena. 

Thiouracil—Thiouracil was used for the early cases and 
methylthiouracil for the later ones. In the earliest cases 
the dose used was 1 g. daily, and sometimes more in un- 
responsive cases, but it was soon found that an increased 
dosage did not mean better results. Later the dose was 
reduced to 0.6 g. daily. The reduction in the daily dose was 
made first at the end of two to three weeks, and again after 
a further two to four weeks, depending on the patient’s 
progress. A maintenance dose of 0.1 to 0.2 g. daily was 
given when symptoms were well controlled. In most cases 
this was achieved by the fifth to the seventh week. In the 
earliest cases treatment was discontinued when evidence of 
thyrotoxicosis had been in abeyance for a few months. In 
common with other observers, it was soon found that pro- 
longed control was necessary to prevent early relapse, and 
latterly the course has been less than one year only in 
exceptional cases. Usually it has been a few months more. 


The results of treatment have been assessed at the end 
of the seven-year period. As in most diseases which are not 
usually fatal and which run a prolonged course with natural 
remissions, the assessment of results of treatment is diffi- 
cult in thyrotoxicosis. Between the case which is a com- 
plete success and the one which is a complete failure an 
infinite variety of results is possible. In the scheme that 
has been adopted cases classified as “ complete remissions ” 
are those which have been relieved of all symptoms and in 
which weight has returned to normal, tremor and sweating 
have gone, the patient’s manner has become calm, and 
normal employment has been resumed. Tachycardia is 
known to be one of the last signs to disappear under this 
treatment, and some of our patients had a labile cardiac 
rate. Those with “satisfactory remissions” have been 
relieved of most of their symptoms, have gained weight, 
and have resumed employment, but still have some residual 
evidence of thyrotoxicosis, such as tremor, tachycardia, or 
nervousness. 

The results are presented in Table I. The figure of 45% 
of patients Who had a complete remission is in general 


Taste I.—Results 
Complete remission and cessation of treatment, without 
relapse 84 (45%) 
Coupe remission and cessation of treatment, later 
relapsin, 46 (25%) 


ng 
Satisfactory Temission, requiring continued mainten- 


ance, not re'apsing . 23 (12%) 
*Satisfactory remission but relapsing while still on 

maintenance . i 12 (6%) 

*Failure of thiouracil to achieve a remission . . 3 a AS 


Thyroidectomy chosen because of large goitres 


* Five deaths occurred guang Se patients in these two whe 
mostly from unrelated causes se cases are described later. 


agreement with other reported series. Himsworth ef al. 
(1947) and Eaton (1947) record 40% of cases remaining 
“apparently cured” two years after the beginning of treat- 
ment. Williams (1950) claims 48% of cases with a sustained 
remission. 


Doubtless further relapses will occur among these 84 cases 
at present completely well, but many of them have been 
under observation for a long time (Table II), the earliest 
cases having had remissions of almost seven years, and it 
is reasonable to expect that the number of fresh relapses 
will be small. 


TaBL_e I1.—Duration of Remissions at End of Seven-year Period 
(Calculated from Cessation of Treatment) 


Duration No. of Cases 
Over 5 years .. ui al PU pai od 15 
“a « a ai i $s ae i 10 
-- @ ne aa aa ne as Kia 13 
~ ? - es - * oa el ae He 
ot) year * e* oe e- o* ** 
Less than | year ‘a PA es od és 19 
84 


Relapses 


Of the 130 patients who were able to discontinue treat- 
ment 46 (35%) had a relapse, and a further 12 relapsed 
while still on a maintenance dose of thiouracil. It is now 
generally recognized that at least a year’s treatment is 
necessary to give the greatest chance of prolonged remission 
(Himsworth, 1948 ; Dunlop, 1948 ; Means, 1948 ; Williams, 











1950). Our experience is in complete agreement, as Table 
III shows. From this it follows that the optimum length 
TaBLE III.—Relation of Length of Treatment to Rate and Rapidity 
of Relapse 
Length of Course No. of No of pases Tine 
Treatment Relapses Before Relapse 

Less than 6 months Ka ca 11 8 15-4 months 
6 months to | year .. ad ea 50 19 - 
1 to 1} years és - ae 37 9 9-7 
cS ear ne a a 16 7 6°6 
2to2% ,, ° ~ $0 11 5 
More than 24 years” es 17 10 











for thiouracil treatment is about one year, and that if a 
patient has not attained a completely euthyroid state by that 
time the chance of doing so without subsequent relapse be- 
comes rapidly and progressively less. Not only does the 
resistant case have less chance of a remission free of relapse 
but the remission itself is likely to be much shorter than 
that of a patient who has responded quickly. 


Factors Associated with Relapse 


Table 1V emphasizes the importance of social problems. 
We had the enthusiastic co-operation of the hospital 
almoner and her staff, and with their assistance an attempt 
has been made to investigate the social background of each 
patient. The almoner was present at each clinic, interview- 
ing all new cases and such of the return cases as were 


TaBLe IV.—Incidence of Adverse Factors 




















Relapse-free R 
Cases as 
(Total 107) a 
off | On Wiel Op 
Treat-| Main- Treat Main- 
ment | tenance! ment (tenance 
(84) | (23) (12) 
Social problems: 
A. Marital unhappiness 1 3 4 2 
B. lliness or death of 10-3% 29-3% 
close relative 5 2 8 3 
C. Bad housing 4 1 3 0 
Ny Financia) strain 7 0 2 0 
Unsuitable work .. 3 2 159% 3 0 15-5% 
E Delinquency in 
patient 0 0 1 0 
Infections 15 0 14-09 6 4 17°29 
Complicating disease .. 9 1 9.3% 6 1 12088 
Premature cessation * 
treatment by default . 0 0 0 2 3-4% 
Total 44 9 495% | 33 12 TT4Y, 
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necessary. She also often visited in their homes those who 
for some reason were prevented from reporting. 


To us the type of social problem present seems to be of 
the utmost importance. Marital unhappiness or the serious 
illness or death of a close relative was directly responsible 
for 17 relapses (29%). The marital unhappiness was mostly 
of very serious nature: desertion, unfaithfulness, or 
drunkenness. Among the illnesses of relatives were tuber- 
culosis, carcinoma, insanity, rheumatoid arthritis, and dis- 
seminated sclerosis. When the invalid was a husband finan- 
cial strain was often added—as instance a family who were 
compelled to sell a house which had been purchased through 
a building society and on which the instalments could not 
be continued. There is also frequently a call for heavy 
nursing in such cases, in addition to normal household 
duties and sometimes the care of young children. Such 
problems not only affect the individual in the most intimate 
way, but are often those which the almoner can do little 
to remove. 


By contrast, serious marital disharmony was present in 
only four of the cases which did not relapse, and serious 
illness or death in a near relative occurred in a further 
seven cases, making a total of 10%. In one of the four 
cases of marital unhappiness the problem was solved by 
the almoner. The change in the patient was dramatic, and 
there is no doubt that her recovery owed as much to relief 
from her unhappiness as to medicinal treatment. It is to 
be noted that the remaining three cases have required con- 
tinued maintenance therapy. 

Poor housing conditions, financial strain, and unsuitable 
work are problems which can be viewed by the patient 
more dispassionately, and they are also more easily allevi- 
ated by the almoner. They formed the bulk of the 
problems found in those who remained well on treatment. 
The almoner’s note, “No settled home since marriage,” 
occurred several times, and many patients were living in a 
room in the house of “in-laws” with the almost unavoid- 
able sense of lack of freedom and privacy, or with actual 
friction. For such a patient the acquiring of a house of 
her own often initiated recovery. In comparison, financial 
strain and unsuitable work were straightforward problems 
to the almoner. 

In 10 cases an intercurrent infection was thought by the 
patient to be directly responsible for the relapse. Such 
infections are common and unavoidable. They occurred 
with roughly equal frequency among those who did not 
relapse. Yet it is our clinical impression that the patients 
were right in attributing to them responsibility for their 
relapse. It may be that the infection was only the final 
precipitating factor. Respiratory and upper-respiratory-tract 
infections, as might be expected, were the most numerous, 
but there was a slight difference in severity and type of 
infection in the two groups, which may be significant, 
although the numbers are not large enough for reliable 
judgment. 


Subsequent Treatment of Patients Relapsing 


When a patient relapsed the treatment best applicable to 
the case had to be reconsidered. In four of the 58 relapsed 
cases operation was advised and carried out instead of a 
further trial of thiouracil : two of them have made a full 
recovery and two have had recurrence of symptoms. Forty- 
two patients responded to a second course of thiouracil, but 
so far only 16 have obtained a second complete remission 
and have been able to discontinue treatment for the second 
time. The remaining 26 still require maintenance therapy. 
Several second relapses have occurred, and most of the 
remissions in this group are of short duration as yet, so 
that more relapses are to be expected. Four patients in 
the group died, three from an unrelated cause, and one 
in a thyroid crisis when treatment was prematurely stopped 
elsewhere. They are referred to later. Six defaulted, and 
in the remaining two cases other forms of medical treatment 


were given. : 


The results in the relapsed cases are therefore far from 
satisfactory. One may say that these patients have them- 
selves demonstrated their unsuitability for further thiouracil 
treatment, and, provided there are no serious contraindica- 
tions, operation should be carefully considered. It is 
instructive to find that of the original 187 patients 49 still 
have to continue treatment. 


Failures 
In 18 cases (10%) thiouracil failed to produce an adequate 


remission of symptoms. In four the cause was intolerance - 


to the drug. In the remaining 14 there was no response or 
it was inadequate. Of these 18 patients, 14 came to opera- 
tion, but only 7 obtained a complete remission of symptoms. 
There was one post-operative death. 

This experience confirms that of others, that the patient 
who does not respond to thiouracil often fails to respond 
well to thyroidectomy. Nevertheless, of these 14 cases, 7 
have obtained from operation a remission which thiouracil 
could not give them. There were no outstanding social 
problems or intercurrent illnesses in this group, which 
would suggest that failure to respond to thiouracil is not 
due to the same factors as relapse. 


Operation 


The purpose of the investigation being the evaluation 
of thiouracil therapy, thiouracil was used whenever there 
was a legitimate choice of treatment. Operation was advised 
only when thiouracil was contraindicated. In all, 23 thyroid- 
ectomies were performed.- Reference has already been made 
to 18 operations following relapse, or intolerance to or 
failure of thiouracil. There were, in addition, four cases of 
very large goitre, all having a complete remission after 
operation. The reason for operation in the remaining case 
was suspected malignancy. The patient had responded very 
well to thiouracil and had been off treatment for more than 
four years, when she was noted to have developed a very 
hard nodule in the thyroid. The fear of neoplastic change 
was not confirmed histologically. It is of interest to note 
that although the thyroid hyperplasia induced by thiouracil 
might, in time, be expected to lead to malignancy, and has 
done so in animal experiments (Williams, 1950), no estab- 
lished human case has yet been reported. 


Toxic Reactions 


Toxic phenomena encountered were those of common 
experience—painful eyes, skin eruptions, sore throat, leuco- 
penia, agranulocytosis, nausea and vomiting, diarrhoea, and 
jaundice. Agranulocytosis occurred in only one patient, 
who had ulcers in the mouth, sickness, and diarrhoea, but 
no sore throat. No further thiouracil was given, and the 
blood condition improved rapidly. She was later found 
sensitive to a number of other drugs. No patient was 
rendered seriously ill and there were no deaths from toxic 
reactions. 

Auricular Fibrillation 


Fibrillation was found in a total of 23 patients. Eleven 
of these were over 50 years of age. One also had mitral 
stenosis. There is general agreemtent that auricular fibrilla- 
tion of thyrotoxic origin will often cease when thyrotoxicosis 
is brought under control, whatever the treatment employed. 


TasLe V.—Auricular Fibrillation (Total Cases, 23) 














Normal Fibrillation Later 
loyed Rhythm Re to 
teen naa Restored Unaffected Fibeiietion 
Course of thiouraci! alone As 9 5 —_ 
Course of th‘ouracil followed by 
quinidine cen ee + 8 — 4 
Thiouracil! premedication and 
operation os i a 1 = = 














1390 Dec. 27, 1952 


THIOURACIL IN TOXIC GOITRE 





Bririsn 
Mepicat JouRNAL 





In nine cases normal rhythm returned spontaneously during 
the course of thiouracil. When this result had not occurred 
by the time thyrotoxicosis was believed to be fully con- 
trolled, one or more courses of quinidine were given, pro- 
vided there were no contraindications to its use. Normal 
rhythm was restored by this means in a further eight cases. 
Quinidine was contraindicated in five cases, and these 
remain in fibrillation. In one case normal rhythm returned 
after thiouracil premedication and thyroidectomy. 

Relapse to auricular fibrillation occurred in four cases in 
association with relapse of thyrotoxicosis. All four had 
originally required the use of quinidine after effective con- 
trol of thyrotoxicosis. Two were again corrected with 
quinidine, but one has relapsed to fibrillation for the second 
time. This was the patient with mitral stenosis. She had 
a thyroidectomy performed, but fibrillation remains. 


Pregnancy 


Pregnancy has not proved a serious difficulty, and this 
is an important merit in thiouracil treatment. Joll (1932) 
regards the ability to bear children successfully without 
relapse as indication of successful treatment. Miscarriage 
is still apt to occur if the pregnancy precedes the beginning 
of treatment or the effective control of the thyrotoxicosis, 
but has not occurred in this series after effective control 
has been established. 

In all, 14 pregnancies have been observed. Two patients 
became pregnant for the second time during the period 
under review. Five patients became pregnant either before 
or immediately upon the beginning of treatment ; three of 
them miscarried, and two went on to a successful confine- 
ment. In nine cases pregnancy occurred after control of 
thyrotoxicosis, and all, including two who had had earlier 
miscarriages, went successfully to term. The only relapse 
occurred in the case of the patient who developed puerperal 
sepsis. Thyrotoxic symptoms recurred while she was in an 
isolation hospital, but no special treatment was given, and 
nothing was heard of her at the clinic until she reported two 
months later looking very ill and with a recurrence of all 
her signs and symptoms. She has since made a good 
recovery after operation. 

Goitre and cretinism have been reported in the infants of 
mothers receiving thiouracil (Eaton, 1945; Ball and 
Morrison, 1948) but were not encountered in this series. It 
is our custom to discontinue thiouracil, if it is still being 
given, about a month before term and to replace it with 
iodine. 

Deaths 

Five deaths occurred during the period under review. 
Three of these patients had responded well to thiouracil 
and had been able to discontinue treatment for some time. 
The causes of death were diphtheria, mitral stenosis with 
congestive failure, and cerebral haemorrhage respectively. 
Reference has already been made to the one post-operative 
death, that of a man aged 61 who also had bronchiectasis, 
who was acutely ill, and in whom thiouracil had failed. 
Operation, in spite of the risk entailed, was regarded as his 
only hope of recovery. The fifth fatal case was that of a 
woman who was well and on a maintenance dose when she 
was admitted to hospital with suspected appendicitis. She 
was not operated upon, but one month later, during which 
time she was undergoing investigation and had been given 
no thiouracil, she developed a thyroid crisis for which treat- 
ment was unavailing. 

Of these deaths only that of the last-mentioned patient 
can be attributed to the choice of thiouracil therapy. 


Discussion 


The majority of those reporting their experience with 
thiouracil have given it their rather guarded blessing. There 
is general agreement that drugs of this group have a valuable 
part to play. They control the effects of thyrotoxicosis more 
completely than does iodine. They are ideal for patients in 
whom operation is contraindicated. They are excellent in 


the preparation of a case for operation. On the other hand, 
while one-third to one-half of all cases of thyrotoxicosis 
given thiouracil as the principal line of treatment may expect 
a long and probably permanent remission, the greater num- 
ber will relapse after responding in varying degree or will 
fail to respond. 

Primary thyrotoxicosis, at least, is regarded as a disease 
which runs a natural course and ultimately subsides, and 
the hope in the mind of the physician using thiouracil is 
that he can suppress the symptoms of the disease and pro- 
tect his patient from its effect until such time as the natural 
remission occurs. Our experience seems to suggest that 
in more than half the cases this hope will not be real- 
ized. If the cause of the disease is the impact of un- 
favourable environment on a susceptible constitution, as is 
generally believed, the failure of thiouracil is under- 
standable. It cannot alter the constitution. It has no 
permanent inhibitory effect on the thyroid gland. If the 
natural remission, as seems likely, is most often due to the 
aggravating circumstance ceasing to act for a time, and not 
to the disease “ burning itself out” by exhaustion of the 
thyroid gland or in some other way, then all the factors 
necessary to produce the disease remain present and capable 
of reacting to the next suitable stimulus. Thus the high 
relapse rate is easily understood. 

We feel, therefore, that treatment with the thiouracil type 
of drug is far from ideal. Psychic trauma and infection are 
the common experience of everyone, and cannot be avoided. 
The patient whose thyrotoxicosis is being suppressed by 
thiouracil or who has achieved a remission with its aid is 
constantly at risk of a relapse, even after long intervals. 
Nine of our cases relapsed after more than two years of 
perfect health, and one case after more than three years. 
If the suppression has been incomplete insidious damage 
has quite probably occurred, particularly in the cardio- 
vascular system, which may also be showing the effects of 
age. In this way the patient may finally be advised operation 
when less fit. 

There are other risks to be faced. Fortunately, toxic 
reactions are usually mild. Thiouracil treatment extends 
over long periods, and regular medical supervision is essen- 
tial. Some patients will inevitably, by removal or other- 
wise, leave the care of the physician who initiated treat- 
ment. There are innumerable ways in which treatment may 
be stopped prematurely. Our patient who died in thyroid 
crisis after treatment was discontinued elsewhere is a good 
example. Prolonged treatment is in itself apt to produce 
some degree of neurosis in the patient, especially in a group 
whose mental constitution is often already unstable. Even 
the special clinic, while very convenient for the doctor, is 
not ideal for the patient in this respect. 

As stressed by Dunlop (1948), the physician has a natural 
reluctance to interfere radically with the endocrine system 
of a young person with primary thyrotoxicosis, but thyroid- 
ectomy has at least a theoretical advantage over medical 
treatment. While both act by breaking the sequence of 
events producing the disease at the same point—namely, the 
thyroid gland—thyroidectomy does so in‘a permanent manner 
by actual removal of functioning thyroid tissue, while 
medical treatment leaves the functional capacity of the gland 
intact. Relapse after thyroidectomy, therefore, can occur 
only when enough gland has not been removed, but the 
decision on exactly how much to remove in any individual 
case can usually be made after careful assessment and con- 
sideration. Thyroidectomy has the added advantage that 
when relapse does occur it is usually relatively mild, whereas 
with thiouracil and a fully functioning thyroid gland the 
relapse may be, and often is, more serious than the original 
illness. 

The test of the matter lies in the results to be obtained 
from the two treatments, but it is widely recognized that 
comparison is difficult. As many writers point out, the sub- 
stantive results of thyroidectomy, both here and in America, 
are not known. We can only quote the figures for such 
institutions as university centres and special thyroid clinics, 
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and there is no doubt that their results are much superior to 
those obtained over the country generally. The best com- 
parative series is that of Himsworth et al. (1947), who 
studied 65 cases treated medically and 93 cases treated 
surgically. The groups were in every way comparable, and 
the authors found little to choose between the results 
obtained. At 30 months after beginning treatment, 
approximately 40% in each series were “ apparently 
cured.” The criteria of “apparent cure” employed were 
very stringent. 

Many writers have commented on the fact that symptoms 
may remain after thyroidectomy,. but that they do not 
vitiate the benefit of the operation. Joll (1932) stated that 
“if complete and permanent disappearance of all signs and 
symptoms of the disease is to be the necessary criterion for 
success, comparatively few patients would pass the test.” 
Martin (1948) came to the conclusion that eye signs were 
the only true residua of thyrotoxicosis. Other features, 
such as nervousness, palpitation, sweating, tremor, and labile 
pulse rate, he attributed to constitutional factors, to the 
emotional effect of the disease and operation, or to unrelated 
causes. Rundle (1941) suggested that the disease perman- 
ently canalized the responsible nervous pathway. 


The value of any form of treatment is probabiy better 


indicated by the relapse rate than by persistence of « 


symptoms. Most will agree that a large proportion of 
patients with thyrotoxicosis receive permanent relapse-free 
benefit from thyroidectomy. Williams (1950) records only 
15 recurrences in 195 thyroidectomies, Robertson (1948) 
only 2 unsatisfactory cases in 250. Joll (1932) had 90% 
cured and another 7.2% classed as improved in a total of 
795 cases : 35 (4.3%) required a second removal, the figures 
quoted being the final outcome. It is against such favour- 
able results that thiouracil must be judged. Himsworth 
(1948), speaking of the comparison in a later article, states 
that the “ majority receive lasting benefit” from operation, 
but that only two-thirds of thiouracil-treated cases can 
expect a probably permanent remission after their first 
course of treatment. 

There is no doubt that operation carries a slightly higher 
mortality rate (probably not more than 2% against 0.5% for 
thiouracil). There is also a risk of complications such as 
myxoedema, hypoparathyroidism, and vocal-cord paralysis, 
which do not arise with thiouracil.; their incidence, how- 
ever, is very low. Williams (1950), in the series already 
quoted, had four cases of myxoedema, two of hypopara- 
thyroidism, and two of cord palsy in 195 cases. In Joll’s 
(1932) much bigger series there were only four cases of 
partial myxoedema, none of tetany, and six (0.75%) of 
unilateral cord palsy. We feel that these disadvantages of 
operation are outweighed by the uncertainty of the final out- 
come in thiouracil-treated cases. We suspect that, although 
the employment of thiouracil in itself does not involve a 
significant mortality rate, there is probably a hidden 
mortality among the unsatisfactory cases and the defaulters, 
when some subsequent illness is complicated by incom- 
pletely controlled thyrotoxicosis. 

Obviously there are certain cases in which operation is 
the treatment of choice, such as those with a very large 
goitre, those with pressure symptoms, and those regarded as 
too unreliable to embark on medical treatment. On other 
occasions one has to accept operation because the patient 
has proved resistant to thiouracil or has had toxic reactions. 
There are times when the economic factor requires that 
the illness should be as short as possible. This need not 
always exclude the use of thiouracil, since patients are fit 
for work as soon as they are on a maintenance dose, and 
mild cases may even be allowed to remain at work from 
the start. On the other hand, severity of illness, the pre- 
sence of serious complicating disease, or the preference of 
the patient may suggest the employment of thiouracil. There 
remain a majority of cases for which the two forms of 
treatment must be judged on their own merits. Himsworth 
(1948) has suggested that all such cases should have a full 
trial of thiouracil at first. If relapse occurs after cessation 


of treatment the patient may have either a further course 
of thiouracil or an operation. 

As a result of our investigation we now feel a bias to- 
wards surgery and would suggest that a patient coming under 
treatment for the first time should not be advised against 
operation if that is his wish, and that a patient who has 
relapsed after adequate treatment with thiouracil should be 
strongly advised to have operation unless he himself is 
definitely averse to it. In saying this we are influenced not 
only by the facts presented but by a firm clinical impression 
that the patient who has had a successful thyroidectomy is 
in some indefinable way better in mental and physical health 
than the patient successfully treated with thiouracil. We 
feel, like Dunlop (1948), that “the ultimate beneficial effect 
of operation may be superior.” 


Summary 

The results of thiouracil treatment of thyrotoxicosis 
are reported in a series of 187 cases observed for periods 
of from one to seven years. A complete remission was 
obtained in 130 cases and an incomplete remission in a 
further 35 cases, but 58 have relapsed. The factors 
contributing to relapse are considered, and the impor- 
tance of social problems and intercurrent infections is 
stressed. Thiouracil is effective in the control of auri- 
cular fibrillation of thyrotoxic origin and of thyrotoxi- 
cosis complicating pregnancy. 

A comparison is attempted with the results of opera- 
tive treatment, and a preference for surgery is expressed. 


We wish to thank Dr. David Smith for permission to make this 
investigation and for much invaluable help and encouragement 
throughout. We also acknowledge our indebtedness to Miss 
Alison Keen, the hospital almoner, and her staff for their whole- 
hearted co-operation. 
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An experiment by which carcinoma of the lung in mice 
was induced by cigarette smoke is described in Science 
(November 21). Dr. J. M. Essenberg, of the Department 
of Anatomy, Chicago Medical School, used an apparatus 
with two chambers, air being drawn through one, and air 
and smoke through the other. Thirty-six mice were put 
into each chamber and kept there for a year. They were 
from a strain that had a hereditary tendency to lung 
tumours. At the end of the experiment 23 in the smoked 
chamber and 32 in the control chamber were well pre- 
served. They were then killed, and their lungs were sec- 
tioned serially. Of the 23 smoked mice 21 showed primary 
neoplasms of the lung, while of the 32 control mice only 
19 showed primary neoplasms of the lung. These are 91.3% 
and 59.4% respectively, and the difference was found to be 
statistically significant. The smoked mice grew more slowly 
than the controls, and no young were obtained from them, 
though the controls reproduced freely. There was con- 
siderable variation in the size of the tumours. In some 
mice the entire lobe of the lung was a mass of tumour 
tissue, while in others the tumour was small. In some it 
started from a single focus, in others it was multifocal. 
Papillary adenocarcinoma was the commonest type of 
tumour, but adenomas were also found. Morbid changes 
were also noted in the reproductive organs, endocrine 


glands, kidney, and liver. if 
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The chance use of butazolidin (B.T.Z.) as a solvent of 
amidopyrine has led to claims of its potency as an 
effective analgesic, antipyretic drug. Belart (1949), Gsell 
and Mueller (1950), and others found the combined 
preparation to be of value in the rheumatic disorders 
and certain other conditions causing somatic pain. 
Wilhelmi (1949) investigated the action of various 
pyrazole derivatives singly, and concluded that B.T-.Z. 
had particularly effective “ anti-inflammatory ” activity 
in animals. Pulver (1950) devised a method of esti- 
mating the level of B.T.Z. in the blood. Currie (1952) 
has reported favourably on the effect of this drug. 

We were not prepared to use amidopyrine, but 
decided to undertake an investigation into the use of 
B.T.Z. alone. One hundred cases have been given this 
preparation during the past six months, and a broad 
field was covered. This has included estimation of 
dosage schedules, oral dosage, and the effects in a variety 
of clinical conditions. For controlled investigations 
rheumatoid arthritis was selected, and the cases chosen 
were treated on an out-patient basis. More complete 
studies were made on a smaller number of in-patients. 


Methods 


The assessment of rheumatoid arthritis is notoriously 
difficult. Out-patients were chosen for controlled investiga- 
tion primarily because functional improvement can best be 
measured by the patient in performing everyday activities 
under familiar conditions. All out-patients in this series 
had been under observation for many months and in some 
cases for years. Progressive cases of typical rheumatoid 
arthritis with persistent pain which had not improved on 
the usual treatment (physiotherapy, rest, and gold) were 
accepted for trial. Those presenting severe constitutional 
symptoms were dealt with separately as in-patients. In 
order to eliminate, so far as possible, the factor of suggesti- 
bility in both patient and doctor, two sets of identical 
ampoules were prepared—one containing the substance 
under review, an almost colourless watery solution, and 
the other saline. These were issued by a pharmacist, who 
alone knew the nature of the contents. The only informa- 
tion given to him was the sex and age of the patient and 
the severity of the disease. Two approximately comparable 
series were thus obtained. A standard form of assessment 
was prepared, and all patients were examined before and 
after four weeks of treatment. In many cases intermediate 
examinations were carried out. 

The experimental course of treatment consisted of 1 g. 
of B.T.Z. by intramuscular injection daily for ten days, 
then every second day for ten days, and every third day 
for three further injections. The outer aspect of the thigh 
and the upper, outer quadrant of the gluteal regions were 


the sites of injection. At the outset it was thought that 
this preparation might prove most useful in the rheumatoid 
group of diseases. A number of cases suffering from osteo- 
arthritis of the hip were given the same course of treatment 
in the expectation that they might serve as a second con- 
trolled series, against the possibility that this substance acts 
as a “ superior form of aspirin.” In fact, this group showed 
striking symptomatic improvement. 

All patients, treated and controls alike, were told that 
they were to be given a new and unproved drug unrelated 
to cortisone. It was refused in only one instance. A 
different procedure was followed in those admitted to hos- 
pital. B.T.Z. was given only if no improvement had occur- 
red after at least three weeks’ rest with physiotherapy and 
adequate salicylate therapy. Alternating courses of B.T.Z. 
and the control solution were given, the nursing staff 
and patients being unaware of the various changes. 


Results 


An analysis of material is given in Table I and the clinical 
assessment of the results is shown in Table II. 


TaBLe I.—Analysis of Material 

















sd Control Cases B.T.Z. Cases 
Males ni 7 - Sa 6 5 
Females... a - re ors st 1 al 
Average age ee oe 4% “6 years “9 years 
Average duration . . 7-75 5, a « 
Clinical assessment: 
Mild og ia = ¥. 6 6 
Moderate Af oa ca 9 7 
Severe aa te ai 1 





TasLe II.—Clinical Assessment of Results 














Worse | Unchanged | Improved Excellent 
Control cases... 3 11 2 0 
B.T.Z. cases Se 0 | 2 9 } 








Joint Tenderness (Table IIl).—The technique of Quin, 
Mason, and Knowelden (1950) was used. Four degrees of 
tenderness were recognized: grade 1, no tenderness ; grade 2, 
subjective tenderness ; grade 3, the patient winced in addi- 
tion to expressing discomfort ; and grade 4, wince and with- 
drawal. The most tender joint, often a proximal inter- 
phalangeal joint, was chosen for testing, but the response 
at one or more other joints was usually noted to allow for 
the normal slight variations in joint tenderness. 


TaBLe III.—Improvement in Joint Tenderness 














Control Cases B.T.Z. Cases 
Initially Grade 4: 
Improved 3 grades ° : 
1 grade 1 3 
Unchanged ie 6 0 
Initially Grade 3: 
Improved 2 grades 0 2 
9° 1 grade a 1 3 
Unchanged at re * | 7 2 





Grip.—This was assessed by the sphygmomanometer-cuff 
technique (Quin et al., 1950). The results are expressed as 
the average grip, in mm. of Hg, of three readings in each 
hand, measured before and after treatment (Table IV). 

Timed Activity—One or two habitual activities unlikely 
to be influenced by the conditions of examination or im- 
proved by practice—for example, a standard walk, putting 


TasLe 1V.—Assessment of Grip 











Control Cases B.T.Z. Cases 
Before treatment .. o* ee 143 mm. Hg 140 mm. Hg 
At end of treatment ae ee 140 ae 
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on and tying laced shoes, etc.—were selected for each 
patient. These involved the use of one or more of the 
affected joints. These actions were timed before and at the 
end of treatment (Table V). The two groups are not 
directly comparable in this test, since the walking distance 
varied in different hospitals. Nevertheless, the proportional 
improvement in the B.T.Z. group is obvious. 


TABLE V.—Timed Activity 





Control Cases 


56 seconds 
55 


B.T.Z. Cases 





Average times before treatment. 


‘ 94 seconds 
%° ” after ” ° 6 1 9° 











Osteoarthritis of the Hip 


The average age of the 16 cases in this group was 69.1 
years, and both hips were affected in five cases. The average 
duration of symptoms was 2.7 years. In all cases no signifi- 
cant relief had been obtained from one or more other types 
of treatment. These included deep x rays, procaine-lactic- 
acid injections, short-wave diathermy, and non-weight- 
bearing exercises in the “slings and springs.” The first 
five cases had the same dosage schedule as for rheumatoid 
arthritis. The analgesic effect was dramatic, and, since on 
this evidence B.T.Z. was a potent analgesic with a blood 
level maintained for at least 48 hours, it was decided to 
give the remaining cases 1 g. intramuscularly every second 
day for the first ten days and every third day thereafter. 
This scheme did not seem to reduce the analgesic effect. 
Three of these patients became virtually pain-free. Eight 
experienced a great deal of relief—that is to say, they had 
no night pain and only a small amount of aching when 
standing or walking. Two patients did not appear to derive 
quite as much benefit, and in a further two the degree of 
relief was slight. In all but one case nocturnal pain was 
virtually abolished, with resulting improvement in sleeping. 


Further Observations 


Amongst in-patients under treatment a striking effect on 
pyrexia was seen. This is shown on the temperature chart 
of one severely ill case of rheumatoid arthritis which had 
resisted all forms of treatment for thirteen weeks (see Chart). 
In parallel with a dramatic clinical improvement the tem- 
perature fell within 24 hours of the first injection. Clinical 
_ improvement and normal temperature continued under the 
influence of B.T.Z. and both relapsed when it was with- 
drawn. 

Our observations support the pharmacological findings of 
Pulver (1950) in animals and of Gsell et al. (1950) in human 
subjects. These observers noted that the preparation attains 
high concentrations in the blood soon after injection and 




















falls over 48 hours to a low level that persists for at least 
a further 48 hours before finally disappearing. As may be 
seen in the Chart, the antipyretic effect lasted for 48 hours 
after withdrawal. The same observers failed to demonstrate 
any cumulative effect. This accords with our experience. 
In addition we did not find any increased clinical effect 
with larger doses up to 2 g. daily. Some cases were treated 
orally, with a comparable response by clinical assessment. 

The possibility of a cortisone-like action is unlikely, since 
no change in ketosteroid levels, haemoglobin concentration, 
eosinophil counts, or blood pressure was found. In one 
patient with coincident diabetes the carbohydrate metabo- 
lism was unaffected. In contrast to the findings of Currie 
(1952), no effect on the erythrocyte sedimentation rate was 
observed. 

Toxicity 

A frequent check of the white-cell count was carried out 
on all cases. No evidence of any adverse effect on the 
granulocyte series was found. The maximum period under 
observation and treatment so far is nine months. 

Intramuscular injection of B.T.Z. in solution is usually 
painful, the pain lasting up to half an hour. Two inflam- 
matory reactions at the site of injection subsided without 
incision ; these were probably due to faulty technique. 

Mild gastro-intestinal disturbance and nausea rather than 
looseness of the bowels have occurred in about one-quarter 
of our patients. In two the nausea was severe enough to 
indicate withdrawal. One case developed diarrhoea, which 
did not reappear on resuming the drug at a lower dosage 
after temporary withdrawal. Commonly, the disturbances 
have been transitory even though treatment was continued. 

Water retention has been observed in eight patients who 
developed oedema of the legs. Treatment was stopped on 
this account in two cases. The oedema disappeared when 
dosage was reduced and salt intake restricted in a further 
five cases. In one in-patient who developed considerable 
oedema the electrocardiogram and the electrolyte and serum 
protein levels were all normal, and the oedema disappeared 
within a week although treatment was continued. Salt 


restriction was the only therapeutic measure taken. 


Three patients developed drug rashes. Two of these were 
transitory and did not reappear on resuming B.T.Z. In a 
third the rash was accompanied by nausea, pyrexia, and 
malaise, No change in blood chemistry was detected and 
the condition remitted five days after withdrawal of the 
drug. One patient developed a pyrexial illness characterized 
by dyspnoea without. abnormal physical findings. The full 
blood count and a chest x-ray film did not show any 
abnormality. The condition subsided in a week. B.T.Z. 
was not given to this patient again. 
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Chart showing antipyretic effect of butazolidin. 
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One patient developed extensive purpura after a fortnight. 
This resolved within a week on stopping B.T.Z. No change 
could be demonstrated in biood count, platelet count, or 
bleeding and coagulation times. One month later, at half 
dosage, the purpura reappeared, but was much less pro- 
nounced, after 1 g. had been given by mouth. Again no 
blood changes were found. 

One death has occurred in the course of this investigation. 
Neither the clinical course nor the full post-mortem exami- 
nation, including neural histology, gave evidence of the 
nature of the morbid process. The case history is given 
below. 

A West African negro aged 26, who had been resident in this 
country for three years, was admitted to hospital with less than a 
week’s history of pyrexial illness with joint swelling. A similar 
episode, 18 months previously, had been investigated elsewhere 
with negative results. He was febrile and had a painful poly- 
arthritis involving some large joints and the interphalangeal joints 
of the hands. Examination was otherwise negative. The follow- 
ing investigations yielded normal results: blood count, blood 
cultures, Widal, brucella agglutinations, films for trypanosomes 
and malaria parasites. The urine and cultures of throat swab, 
urethra, and stools yielded no pathogens, and the E.S.R. was 
normal. The Wassermann reaction was negative, but both the 
Kahn test and G.C.F.T. were weakly positive. His condition 
did not change in three weeks despite courses of salicylates in 
large doses, penicillin, and quinine. He was then given 1 g. of 
B.T.Z. intramuscularly daily for nine days. Pyrexia and pain 
remitted within 12 hours of the first injection. On the eighth 
day fever returned and tender occipital glands were found. Full 
blood investigations were normal. The drug was discontinued the 
next day, but his condition was unchanged and he died four 
days later, quite suddenly, after two convulsions. 

This patient's illness and death remained unexplained. It 
is noteworthy that B.T.Z. was discontinued four days before 
the fatal termination. Although we had no positive evidence 
to incriminate the drug, equally a toxic reaction cannot be 


excluded. 
Discussion 


We have now given B.T.Z. in more than 70 cases of 
rheumatoid arthritis. It has produced improvement which 
has been impressive and at times dramatic. In only two 
cases did it appear to be ineffective. The results of the 
controlled experiment are expressed in Tables I-V and are 
superior to those obtained with any form of therapy at our 
disposal, in particular in the relief of pain. It has proved 
remarkably effective in relieving the pain of osteoarthritis. 

These results do not suggest that B.T.Z. is in any way 
curative. Continuation treatment has been necessary and 
return of symptoms has occurred at a variable period after 
withdrawal of the drug. This interval is usually three to 
seven days, but in one case was six weeks. No alteration 
in the sedimentation rate or haemoglobin level has been 
observed, and in those patients whose muscles showed wast- 
ing no increase in muScle bulk occurred. A longer period 
of observation is required to reach conclusions upon the 
effect of increased mobility of the patient on joints con- 
trolled by weak muscles. Our patients have been advised 
not to exceed their usual “ walking distance” despite the 
degree of relief from pain which most have experienced. 

Although we have recorded the reactions and possible 
toxic results in detail, it must be stressed that these are 
drawn from all patients to whom we have given B.T.Z. up 
to the time of writing—that is, 100 cases. These have in- 
cluded examples of conditions other than those discussed in 


this paper. 
Summary 

Observations on the use and toxicity of butazolidin 
are presented. 

Butazolidin has produced remarkable symptomatic 
relief in a high proportion of cases of rheumatoid 
arthritis. It is believed to be analgesic and antipyretic 
rather than curative in its effects. 

The degree of relief experienced by cases of osteo- 
arthritis was impressive. 


APPENDIX 


Further observations, on a total series of cases now 
exceeding 200, have been made. We have extended our 
therapeutic trials and are satisfied that butazolidin is of 
value in a wide range of painful states. These are con- 
fined to skeletal conditions. 

Relief from pain and increased functional activity have 
been obtained in ankylosing spondylitis, degenerative joint - 
disease of the spine, and painful Paget’s disease of bone. 
In psoriatic arthritis we have found the joint lesions to be 
relieved but the skin lesions to be unchanged. In rheumatic 
fever the drug is at least as effective as salicylate therapy. 

For our most recent out-patient cases we now use only 
oral treatment. One gramme daily, in divided doses, is given 
for at least three days, and then 1 g. on alternate days 
for two to four weeks. The dose is then progressively 
reduced until the lowest effective level is found—usually 
three or four 200 mg. tablets on alternate days, or even 
twice a week. 

Fluid retention is so common a side-effect, though often 
transient, that we tend to avoid the use of butazolidin in 
the older subjects and in those with diminished cardiac 
reserve. We do not give the drug to patients with a definite 
history of peptic ulceration and are cautious with those 
who have marked dyspeptic symptoms. 


We are indebted to those physicians of the West Herts Group 
who have made additional beds available for this experiment, and 
to Mr. C. Dawson, lately chief pharmacist at the West Herts 
Hospital, for his assistance. To the Pharmaceutical Laboratories, 
Geigy Ltd., we are indebted for generous supplies of butazolidin. 
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A CASE OF PULMONARY MONILIASIS 


BY 


OSMAN BARLAS, M.D. 
AND 


MUZAFFER AKYEL, M.D 


(From the First Medical Clinic of the Faculty of Medicine, 
Istanbul University) 


A few cases of pulmonary moniliasis have been reported 
from time to time. As the disease has no constant 
symptomatology, the diagnosis is often difficult and a 
good proportion of cases escape detection. One diffi- 
culty in diagnosis is due to the resemblance of the 
disease to pulmonary abscess and tuberculosis; but 
moniliasis should be kept in mind and careful examina- 
tion of the sputum made. 

The patient whose case history we record here had a 
large cavity in the right lung ; but as the symptoms and 
signs were not typical of abscess of the lung and the 
tubercle bacillus was absent from the sputum on repeated 
examinations, we were prompted to search for other 
agents and were thus able to diagnose moniliasis. 


Case History 


A man aged 58 was admitted to hospital on December 
4, 1950. His past history was not relevant. Four months 
before admission he began to complain of fever and fatigue. 
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At that time he had no cough or sputum. The physician 
who treated him diagnosed pneumonia, and the fever sub- 
sided in a week. But after a fortnight the fever flared up 
again, accompanied by cough, expectoration, and a pain 
on the right side of the chest. The patient states definitely 
that the sputum had no odour and contained no blood. 
The fever continued irregularly and there were also anorexia 
and loss of weight. 

On physical examination he was seen to be emaciated— 
weight 57 kg. (9 st.), height 174 cm. (5 ft. 84 in.}—and pale ; 
the fever was continuous around 99.5-101.3° F. (37.5-38.5° C.). 
The chest was emphysematous, with an area of dullnéss at 
the right side in the subscapular region posteriorly and 
under the clavicle anteriorly. In the same region, and in 
the fossa axillaris, moist rales were heard. The other organs 
were normal. Urinalysis was negative. A blood count 
showed: erythrocytes, 2,000,000; Hb, 42% ; colour index, 
1.05. Leucocyte counts made on several occasions were: 
8,437, 9,062, 6,250, and 4,062. The differential count re- 
vealed a slight lymphocytosis. The sputum was yellowish 
white and gelatinous in appearance, the daily amount vary- 
ing around 25-35 ml. Numerous examinations for tubercle 
bacilli were negative. The x-ray film revealed a large 
irregular cavity surrounded by a wide area of condensa- 
tion in the upper portion of the right lung (Fig. 1). No 
fluid level was seen in the cavity, and at first sight, in view 
of the age and emaciated condition of the patient and the 
radiological appearance of the cavity, a suspicion of malig- 
nancy was aroused. 

The sputum was submitted to Dr. Ekrem Unat, of the 
Institute of Microbiology, who isolated Candida albicans. 
Subsequently C. albicans was always found on direct exami- 
nation of the sputum and cultures obtained on Sabouraud’s 
medium and on agar plates (Fig. 2). The smears prepared 
from cultures contained only spores. On direct smears 
mycelia in the form of smooth or articulated cylindrical 
filaments with spores on the sides or ends were encoun- 
tered (Fig. 3). 

Treatment with 500,000 units of penicillin daily was 
started and the fever began to subside, but as the tempera- 
ture did not fall to normal 1.5 g. of aureomycin daily 
was added on December 17. From the 20th the tempera- 
ture was altogether normal, and the aureomycin was 
withdrawn on December 23 and the penicillin on Decem- 
ber 29. 

The patient’s condition improved with the fall of 
temperature, the sputum. became very scanty, and the 
C. albicans disappeared on January 10, 1951. The physi- 


cal signs on the right side of the chest gradually dis- 
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Fic. 1.—Radiograph of case taken on December 26, 1950. 








appeared. The radiological findings also improved gradu- 
ally until, finally, the cavity was closed, leaving only. a 
faint scar (Fig. 4). 


Comment 


This case differs from those hitherto published in its 
radiological appearance, which showed a large cavity, and 
by the fact that it was very rapidly cured by antibiotics. 
In the literature which we have surveyed we have not 
come across any mention of cavitary lesions in pulmonary 
moniliasis. The 
peculiar aspects of 
this cavity, which 
did not resemble 


the cavities of 
tuberculosis or 
lung abscess, led 


to bacteriological 
investigations, 
which enabled us 
to diagnose monili- 
asis. This case 
demonstrates the 
necessity of keep- 
ing moniliasis in 
mind and search- 
ing for it not only 
in atypical infil- 
trative lesions but 
also in cavitary 
diseases of the 
lung. 

The effect of 
penicillin and 
aureomycin in 
bringing about 
the rapid cure of the cavity seems undeniable. Although 
Schubert and his associates (1951) report that penicillin was 
ineffective in a case of moniliasis complicating bronchi- 
ectasis, the rapid recovery of our patient without the use 
of iodides demonstrates the value of the antibiotics. It 
cannot be argued that this was a case of simple abscess 
of the lung cured by penicillin, for, apart from the dis- 
similarity of symptoms mentioned above, we have not 
hitherto encountered any lung abscess with a similarly 
large cavity that was cured in so short a time with the 
small amount of penicillin used in this case. 

Montuschi (1952) regards the treatment of pulmonary .- 
moniliasis as a difficult problem. Keeney (1951) reports 
good results with 10% sodium caprylate in propylene glycol 
used in aerosol treatment. 

In recent years antibiotics have been used in conjunction 
with iodides in the treatment of mycotic diseases. Several 
reports have appeared, particularly on the good results 





Fic. 2.—C. albicans, found on examina- 
tion of sputum. 











ee a 
Fie. 3.—Mycelia tound on direct smears. 
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1951. 


Fic. 4.—Radiograph of case taken on July 21, 


obtained with streptomycin and penicillin in actinomycosis 
(Jacobson and Cloward, 1948; Torrens and Wood, 1949; 
d’Eshougues and Zaffran, 1949 ; Jacob et al., 1950; Shanks 
et al., 1951). Robert et al. (1951) report rapid improvement 
with aureomycin in cases of cutaneous moniliasis. Our 
case demonstrates that pulmonary moniliasis can also be 
effectively treated with penicillin and aureomycin. 


Discussion 


Pulmonary moniliasis, which was first described by 
Castellani in Ceylon in 1910, is not as rare a disease as 
is generally assumed. According to Winn (1951) moniliasis 
is next in frequency to actinomycosis among mycotic 
diseases of the lung. Of 79 cases of bronchomycosis 
collected by Reeves, 40 were due to moniliasis (Wylie and 
De Blase, 1944). Filins collected 11 cases of moniliasis 
reported in the U.S.A. during 1931. 

The agent found in most cases of pulmonary moniliasis 
is C. albicans. The fungus causes a chronic progressive 
disease of rather peculiar character in the lungs and 
bronchi. 

The monilia are resistant to drought and keep viable for 
a long time in dry air. They usually reach the lung through 
inhalation. Several authors have pointed out that warm 
moist air facilitates infection. Ikeda believes that the 
presence of some disease like bronchitis, influenza, or 
pneumonia, which diminishes the resistance of the 
bronchial mucosa and the alveolar epithelium, is an 
important factor in the establishment of the monilia. In 
some cases they gain entrance to the buccal mucosa or 
the tonsils, where they may cause some disturbance or 
remain in the saprophytic state, reaching the bronchi or 
the alveoli later when conditions are favourable. It has 
also been shown that, rarely, the monilia can reach the 
lungs through the circulation after a cutaneous or mucosal 
lesion. 

The clinical course has been variously described in the 
different reports, probably because there are several more 
or less different types. The onset is sometimes acute, and 
the disease resembles bronchopneumonia. Most cases are 
chronic, with the patient complaining of slight symptoms 
for many months. Ikeda describes several types according 
to the severity of the symptoms. The moderately severe 
type is the most common. This often resembles a chronic 
bronchitis with relatively mild cough, a small amount of 
sputum, and little or no fevef. The disease may continue 
for months or years with remissions and exacerbations. In 
severe types of the disease cough is persistent and a large 
amount of yellowish-green sputum, often gelatinous and 
sticky, is expectorated. There is no foul odour, but often 





a yeast-like smell. The sputum may be blood-stained, but 
large haemoptyses are restricted to very severe cases. 
Dyspnoea, night sweats, irregular high fever, and, in 
long-standing cases, emaciation and anaemia occur. The 
clinical picture is often similar to tuberculosis or, at other 
times, to chronic bronchitis, bronchiectasis, or pulmonary 
abscess. The physical signs are not constant. When the 
lesions are superficial an area of dullness and moist 
rales are elicited and sometimes signs of pleurisy are 
found. 

In untreated severe cases the fever becomes continuous, 
and the sputum increases in amount and is often bloody. 
The chest is narrowed on the affected side and dyspnoea 
is prominent. Death may supervene. 

The description of the radiological manifestations of pul- 
monary moniliasis as found in current textbooks on x-ray 
diagnosis is far from satisfactory. In most of the cases 
reported the x-ray findings were located at the hilus and 
extended thence to the lung fields along the bronchovascu- 
lar lines. Exclusively apical lesions were rare. The lesions 
were sometimes unilateral, sometimes bilateral, in the form 
of irregular areas of infiltration. We have not found in the 
literature any case which had a large cavity surrounded by 
an area of. condensation. 

The definite diagnosis of pulmonary moniliasis can be 
made only by the isolation of C. albicans from the sputum. 
According to Castellani, the monilia may be found in the 
sputum under three circumstances: (1) they are sapro- 
phytic ; (2) they are secondary invaders in other primary 
diseases of the lung; and (3) they are the real agents of 
the broncho-pulmonary disease. Thus, in order to diag- 
nose moniliasis, all other diseases must be excluded, and 
the clinical course, radiological appearance, and bacterio- 
logical findings must all be in accord. 

The monilia, which are yeast-like fungi, appear on direct 
smears as long filaments composed of cylindrical or slightly 
rounded cells, with chlamydospores at the ends of the fila- 
ments or the points of junction of the cells. Inoculation of 
the sputum to Sabouraud’s glucose-agar and incubation at 
room temperature or at 25-35° C. results in the formation 
of slightly elevated, round, white, or cream coloured 
colonies with a level or centrally depressed surface. The 
cultures have a characteristic yeast-like odour. “In smears 
made from cultures only spores, without filaments, are 
found. 


Summary 
A case of pulmonary moniliasis is reported. 
Attention is drawn to the cavitary character of the 
disease, a fact that has not been mentioned in earlier 
reports on moniliasis. 
The rapid recovery of the patient with antibiotics is 
emphasized. 
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ATTEMPTED SUICIDE BY BURNING 


BY 
R. J. V. BATTLE, M.Chir., F.R.C.S. 
Consultant Plastic Surgeon, St. Thomas's Hospital 
AND 


H. E. S. MARSHALL, M.C., M.B., D.P.M. 


Late Senior Registrar, Department of Psychological 
Medicine, St. Thomas's Hospital 


Attempted suicide by burning is rare. In suicide cases 
treatment of the physical injuries is complicated by the 


mental attitude of the patient, and physical and psychi- - 


atric measures must be combined from the beginning. 


Case Report 


On February 4, 1951, a married woman aged 30 was 
admitted to hospital suffering from severe burns. It was 
stated that the burns had been caused two and a half hours 
previously, when she had attempted suicide by setting her 
nightdress on fire. There were deep burns involving the 
full thickness of the skin over the front of the thighs and 
trunk amounting to about 15% of the total body surface. 
She was in great pain but was reasonably co-operative. 
The pulse rate was 112 and the blood pressure 110/80. 
Morphine, 4 gr. (16 mg.), was given at once. Local treat- 
ment comprised the removal of blisters, simple cleansing 
of the exposed areas with cetrimide, and their covering with 
wide-meshed gauze and petroleum jelly, saline gauze, and 
cotton-wool, General treatment included the immediate 
intravenous infusion of one bottle (540 ml.) of glucose- 
saline, to be followed over the first 24 hours by the further 
infusion of four bottles of plasma. “Seclopen,” 2 ml. 
(equivalent to 800,000 units of penicillin), was injected 
intramuscularly and further daily injections were planned. 

A favourable fluid balance was confirmed after 48 hours, 
but the pulse rate remained between 110 and 120, and the 
evening temperature was rising. The haemoglobin was 
88%. Cultures of organisms from the burned areas 
showed the presence of Staphylococcus aureus, sensitive 
to sulphonamides and streptomycin but resistant to penicil- 
lin. Streptomycin, | g. twice daily, was therefore substi- 
tuted for the seclopen. 

On February 12 all dressings were removed and the 
burned areas were allowed to dry by exposure to the open 
air of the ward. The temperature fell the next day to a 
subnormal level and remained down during the following 
week, and the discharge from the burned areas crusted up. 
Their appearance at this stage is shown in the photograph. 
During this period increasing apathy and depression gave 
rise to anxiety. At the first psychiatric examination, on 
February 13, the patient seemed bewildered and apprehen- 
sive. She stated that she had done some wicked thing for 
which she was being punished. She was refusing food or 
fluids by mouth. She was more agitated in the earlier part 
of the day, and was waking very early in the morning. 

Her husband said that she had been increasingly 
depressed for the past three months, the depression having 
first appeared about two months after the birth of her 
second child. She had been waking very early and had 
been much more depressed in the early mornings. She 
had lost weight. Three months previously she had 
attempted suicide by coal-gas poisoning; on the day of 
admission she had again tried to gas herself, and when 
disturbed had set her nightdress on fire. 

Her history and condition were typical of an acute 
puerperal depression of the type which responds to 
electric convulsion therapy (E.C.T.). This was advised as 
a matter of urgency, as her mental state was endangering 
her life. In view of the skin-grafting programme which 


was necessary it was decided to give E.C.T., when needed, 
to coincide with the patient’s surgical procedures, and after 


curarization with gallamine triethiodide to modify the con- 
vulsion. The programme worked out as follows. 

February 19. First Operation Under General Anaes- 
thesia. First E.C.T.—All sloughs were removed surgically. 
E.C.T. was then given. In the succeeding 36 hours one 
bottle of whole blood, one litre of normal saline, and two 
litres of glucose-saline were given. A Ryle’s tube was 
passed into the stomach and a high-protein diet given by 
this means. Mentally the patient was still deeply depressed 
but no longer deluded or resistive. 

February 21. Second Operation. 
cedure.—Under general anaesthesia, 


First Grafting Pro- 
Thiersch grafts of 























Photograph taken on February 19, showing appearance of burns 


at 14 days. Extensive full-thickness loss of skin which can be 
seen as a black necrotic crust = by exposure to air for seven 
ays. 


intermediate thickness were removed from all available 
areas on both thighs and applied as postage-stamp grafts. 
The recipient areas were all granulating areas on the right 
side and all those below the umbilicus on the left side. 
One bottle of whole blood and one bottle of glucose-saline 
were given in the succeeding 24 hours. The patient’s mental 
improvement had been maintained. 

February 28. Third Operation. Second Grafting Pro- 
cedure. Second E.C.T.—Under general anaesthesia the left 
arm was used as a donor area for further Thiersch grafts, 
which were applied to the remaining granulating areas. The 
second E.C.T. was given at the end of the operation. 

Following this there was a dramatic improvement. 
Although still depressed in the mornings, the patient was 
fully co-operative, and in the afternoons became reasonably 
cheerful and spontaneous. 

March 5. Fourth Operation. 
were re-dressed under general anaesthesia. 
E.C.T. was given. 

The mental state had become almost normal. Although 
she was still somewhat lethargic, she was bright and cheer- 
ful, and was eating and sleeping well. 

March 10. Fifth Operation.—All areas were re-dressed 
under general anaesthesia. Next day two bottles of whole 
blood were given. After the operation she showed a mild 
depression, which cleared up spontaneously in a few days. 

March 14. Sixth Operation. Third Grafting Procedure. 
—The thighs were now available for further use as donor 
sites. Under general anaesthesia it was possible to obtain 
enough skin to cover all remaining granulating areas with 
grafts. 

Two more bottles of blood were given on March 17. 
Thereafter the haemoglobin was always above 80%, and 
returned steadily to normal. 

On March 27 all dressings were removed and the patient 
was allowed to move about freely. Small unhealed areas 
were soon covered by spread from adjacent epithelium. 
She was able to discuss her illness freely. An explana- 


Third E.C.T.—AIll areas 
The thitd 
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tion of its nature and treatment was readily accepted. She 
has remained perfectly well and free from any depressive 
symptoms for a year. 

Comment.—This case demonstrates the lengths to which 
a deeply depressed patient may go in an attempt to commit 
suicide, as well as the necessity for early and complete co- 
operation between the surgeon and the psychiatrist in the 
handling of such a patient. 


We would like to acknowledge the help received in the manage- 
ment of this patient from Mr. J. R. Thompson, who carried out 
all the initial surgical measures; from Dr. J. Laycock and his 
colleagues of the department of anaesthetics; and from Miss 
J. M. E. Quixley, the ward sister, who was responsible for the 
nursing care of the patient throughout her period of treatment. 


Medical* Memoranda 


Neurinoma of Superior Cervical Sympathetic Ganglion 


The following case is rare enough to warrant publication. 
It also provides an interesting lesson in differential diag- 
nosis of swellings in the region of the angle of the jaw. 


CasE HISTORY 


A schoolgirl aged 12 had had a small lump in the 
right side of her neck since October, 1945. A diagnosis 
of tuberculous lymphadenitis was made at that time, and 
she was kept under observation at a clinic reserved for 
these cases. A carious tooth was removed ; the chest x-ray 
film revealed no abnormality, the E.S.R. was normal, and 
Mantoux tests were negative at a dilution of 1:1,000. The 
patient, however, failed to attend for some time. Four 
years later, in October, 1949, she was seen again in the 
surgical out-patient department, having been referred by 
her own doctor because the lump had increased in size. 

On_ examination a globular swelling 5 by 5 cm. was seen 
on the right side of the neck just below and behind the 
angle of the mandible. The tumour arose deep to the 
sternomastoid, had a smooth regular surface, and was of 
firm consistence. There was no tenderness or any fixation 
to the skin, and it could not be transilluminated. The 
tumour showed transmitted pulsation, and the carotid sheath 
had been displaced forwards and medially. No other glands 
were palpable in the neck. The pupils were equal, central, 
and circular. There was no other abnormality. 

Operation.—On October 12, through a skin-crease inci- 
sion over the tumour, the swelling was seen to be coming 
from deep to the carotid sheath, which was displaced for- 
wards and medially. The tumour was easily enucleated by 
gentle blunt dissection, and its pedicle appeared to arise 
from the superior cervical sympathetic ganglion. The 
wound was closed without drainage. The pathological 
report on the tumour stated: “The specimen consists of 
an ovoid encapsulated tumour 5 cm. in greatest diameter. 
The outer surface is smooth and the cut surface is com- 
posed of an irregularly trabeculated white tissue contain- 
ing dilated blood vessels. It is of rubbery consistence. 
Microscopical appearances : The tumour is a neurilemmoma 
composed mainly of a loose meshwork of cells of variable 
size and shape. In some areas there is definite regimenta- 
tion of the nuclei, but this is not a prominent feature. Small 
intercellular vacuoles and large blood spaces are frequent. 
No nerve fibres could be demonstrated, and collagen fibres 
are scanty and irregular in distribution. There is no evi- 
dence of malignancy.” 

Horner’s syndrome developed on the right side immedi- 
ately following the operation. Six months after there was 
some improvement, but when seen again a year later, though 
there was considerable improvement, Horner’s syndrome 
still persisted. 

I wish to thank Mr. Arthur Hill for permission to publish this 
case, and Dr. A. B. Lintott for the pathological report:on the 


wrneer. N. G. McGuire, M.B., F.R.C.S., 
Senior Surgical Registrar, East Suffolk and Ipswich Hospital. 














A Difficult Wart Treated by Suggestion 


It is well known that warts can be cured by suggestion, and 
there are many series of cases recorded in which the treat- 
ment was successful in a certain percentage of the warts. 
We venture to record a case in which suggestion was not 
only successful but in which it was the only © possible 
treatment. 

CASE REPORT 


A brass-turner aged 39 had had for some years a large 
number of warts on his hands. Two years ago they had 
been curetted under local analgesia. This operation suc- 
ceeded in the case of all the warts except two small ones 
and a very large one on the nail-fold of the ring finger of 
the right hand. This had recurred almost immediately, 
and it was soon. evident that, in the process of curetting, the 
nailplate had been damaged in the neighbourhood of the 
lanula and the wart was now growing in the matrix (Fig. 1). 








Fic. 2 


Fic. 1 


The finger was painful and interfered with his work. Indeed, 
he came to hospital prepared to submit if necessary to 
amputation of the phalanx. 

Tt was clear that any surgical treatment successful in 
destroying the wart would leave the patient with a 
permanently split nail. We did not feel justified in 
exposing the nail matrix to what we believe to be the 
dose of x rays required for the destruction of a wart. We 
decided, therefore, that the only treatment that could 
possibly result in.a restitutio ad integrum was to make the 
wart disappear by means of suggestion. 

One of us (L. C.) undertook to remove the wart by sugges- 
tion. The patient, though friendly and co-operative and 
in his own words “willing to try anything,” was openly 
sceptical. 

The mechanism of suggestion was explained in detail 
with illustrative anecdotes. The history of the warts was 
taken in minute detail. During the interview the patient’s 
attitude changed and he became receptive of the suggestion 
that he would be cured. He was instructed not to apply 
any remedy to the wart or even to cover it with a bandage. 

Two weeks later the two small warts had disappeared and 
the large one was flatter. After a further two weeks the 
large wart had disappeared and there was some indication 
that the growing nail was smooth. At the end of six weeks 
the condition was as shown in Fig. 2. Seven months have 
now passed, and there is no evidence of the recurrence of 
this wart. ; 
Lewis Couper, M.B., D.P.M. 


Chester Royal Infirmary. Twiston Davies, M.B., B.Ch. 
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E.N.T. TEXTBOOK 


Diseases of the Ear, Nose, and Throat. Volumes 1 and 2. 


Edited by W. G. Scott-Brown, C.V.O., M.D., B.Ch., F.R.CS. 
(Pp. 1,395 jdllustrated. £8 8s. the set.) London: Butterworth 


it is a long time since the appearance of a comprehensive 
British textbook on this specialty, and the editor is to be 
congratulated on the high standard of this work. He has 
recruited a representative team from members of the staff 
of London and provincial hospitals, with two Canadian 
specialists. Of the two volumes, the first is on the nose, 
throat, and larynx, while the second is devoted to the ear, 
lower respiratory tract, and oesophagus. It is taken for 
granted that readers are already skilled in the examinations 
of the parts concerned except for direct laryngoscopy and 
bronchoscopy, which are illustrated by excellent photo- 
graphs. 

In a work of this size and completeness it is perhaps 
invidious to pick out individual chapters for special praise, 
but those on allergy and on sinusitis are models of well- 
balanced thought and clear expression. In the second 
volume the account of perceptive deafness embodies all 
recent work on testing of deafness and its value in localizing 
the causative lesion, and it makes the subject clear. The 
discussion of deafness in children is admirable and shows, 
with photographs, how to manage the difficult art of testing 
for it in young children. From Canada comes the interest- 
ing chapter on injuries of the ear and facial nerves. The 
authors bring their wide experience in peace and war to give 
readers the most comprehensive article on a difficult subject ; 
their experience with the treatment of unhealed perforations 
by “splinting ” with Cargile membrane or cohesive gold foil 
is of special interest. A chapter on plastic surgery of the 
nose and ear is included, and is illuminated by appropriate 
photographs and delightfully clear diagrams of the lines of 
fracture of the skull with which these surgeons have to. 
deal. 

There ‘is one criticism which applies not only to this text- 
book : the authors seem to overlook the fact that to-day 
the teaching of anatomy and physiology bears a close 
relation to the medical application of those subjects. Why 
expend precious pages on them when the reader can consult 
his well-worn textbooks or can even remember what he 
learned ? There are many well-produced illustrations, in- 
cluding excellent microscopical sections to demonstrate 
pathology to the student, though Fig. 230 is somewhat con- 
fusing and needs clarifying. In addition there are 27 
coloured plates, all good, but some not up to the general 
high standard. This textbook will hold its leading place for 
many years. It will serve as a reference work for experts 
and should be in the hands of those reading for the higher 


examinations. 
W. M. MOLLISON. 


PROGRESS IN RHEUMATOLOGY 


Rheumatic Diseases. Based on the Proceedings of the 
Seventh International Congress of Rheumatic Diseases. Pre- 
ared by the Committee on Publications of the American 
heumatism Association. . 449; illustrated. £3.) Phila- 
delphia and London: W. B. Saunders Company. 1952. 
This volume is prepared from the talks that were presented 
at the Seventh International Congress on Rheumatic Diseases 
held in the U.S.A. in June, 1950, and attended by leading 
authorities on the subject throughout the world. The pre- 
face states : “As a unified record of current thinking and 
practice in both clinical and research work these papers will 
be of day-to-day value to the practising physician and to 
the man in the laboratory. They will also serve as a mile- 
post of progress along a difficult road.” This claim is amply 


justified. 


The advances which have been made in the twentieth 
century in the knowledge of rheumatic diseases, particularly 
those distinguished as chronic, have been remarkable, and 
research is more active than ever before. As a result of 
the work of Hench and his colleagues knowledge of the 
pathology and treatment of rheumatoid arthritis has been 
greatly advanced, but there is still much to be learnt. The 
statement in one of the papers that it is a systemic disease 
of unknown aetiology is only too true, but it is a step in 
advance to recognize that it is a systemic disease and 
not merely a disease of the joints. Among the papers 
delivered at this congress are important studies of these 
extra-articular features and of the collagen diseases, which 
are closely related. 

Bacteriological. investigations are still being actively 
carried out, and recent work by Rose and his colleagues on 
sheep-cell agglutination tests has aroused interest. It has 
been suggested that the evidence of specificity of the tests 
in studies relating to its mechanism may reveal the true 
aetiology of rheumatoid arthritis, Further work is being 
carried on in Stockholm. Investigation into the aetiology 
and bacteriology of Reiter’s disease has led to important 


- conclusions and should be studied in connexion with the 


work of Dienes, Weinberger, T. N. Brown, and others on 
the pleuropneumonia group of organisms, which is interest- 
ing and important in the possible relation to articular 
disease. The studies of connective tissues and their relation 
to the rheumatic diseases throw light on this important 
subject, while Kersley and Gibson, and Bunim and his 
colleagues consider the extra-articular manifestations of 
rheumatoid disease. A group of papers on gout by well- 
known authorities, dealing especially with adreno-cortical 
function, should be studied by all concerned with the patho- 
logy of this disease and its treatment. It is noted that the 
low purine diet of the British to-day has reduced the 
incidence of gouty arthritis in England, but the change may 
be in type rather than in incidence. 

There are good papers on spas and on the deep-pool bath, 
especially in the management of rehabilitation, on the use 
of gold in treatment, and on psychotherapy, as well as many 
others which will repay reading by the general practitioner 
as well as the specialist. 

C. W. BUCKLEY. 


SCHOOL HEALTH 


The Medical snapoctions of School Children. Edgar Hen 
Wilkins, M.B., B.Ch. lin), D.P.H. (Pp. 224; illustrated. 
16s.) London: Baillitre, Tindall and Cox. 1952. 


Dr. Wilkins, who had been director of school hygiene in 
New Zealand, died in 1946, leaving the uncompleted manu- 
script of this book. It has been completed under the joint 
editorship of Dr. Wilkins’s daughter and Drs. J. E. 
Cheesman, J. D. Kershaw, and Mary Sheridan. It is not a 
large book, yet it covers the wide field of school medical 
inspection well. The authors have set out to provide a 
handbook of clinical medicine as applied to schoolchildren, 
and have succeeded so well that no medical officer engaged 
in school health work could fail to be helped and stimulated 
by it. Indeed, it is likely to become a standard guide for 
these and other medical practitioners. 

The book raises a series of problems. The standards laid 
down are high, and rightly so. Many would say the 
standards are those of a specialist—despite an indication in 
the preface to the contrary. If that is so, many more specia- 
lists would be needed, and also appropriate salaries for 
them. There are unfortunately few signs that the latter will 
be forthcoming, and even if they were the specialists do not 
exist in sufficient numbers. Many medical officers in school 
health departments are well equipped to reach this high 
standard and do reach it; many are not and do not. The 
essence and virtue of a general practitioner is that he is not 
a specialist. What then becomes of the hope that he will 
take an increasingly active part in school medical inspection ? 
Perhaps the answer to these problems is to provide better 
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facilities for the training of doctors in the many aspects of 
preventive medicine discussed in this book. 

There are some irritating points. We are told, for ex- 
ample, in a footnote in reference to haemolytic streptococci 
that “this germ is one of the chief enemies of mankind— 
the cause of . .. puerperal (child-birth) fever, etc., etc.” 
Quite so, but the book is written for doctors. I should 
have welcomed a footnote defining “ encopresis.” But these 
are small faults and they should not dissuade anyone from 


acquiring this excellent book. 
C. METCALFE BROWN. 


EXAMINING THE PATIENT 


Principles and Methods of Physical Diagnosis: Correlation of 

Si Signs with Physiologic and Pathologic Changes in 
Disease. By Simon S. Leopold, M.D. With a chapter on 
Sounds from the Thorax by S. Reid Warren, Jun., Sc.D.in E.E. 
(Pp. 430; 390 illustrations, with 19 colour plates. £1 17s. 6d.) 
Philadelphia and London: W. B. Saunders Company. 1952. 


Physical Diagnosis. By Professor Harry Walker, M.D., 

F.A.C.P. ©. 461; 126 illustrations. £3.) London: Henry 

Kimpton. i952. 
These two books on the clinical examination of a patient 
provide an interesting contrast. Dr. Leopold writes with 
gusto, and the book bears the stamp of a vigorous person- 
ality. He works in order through the various systems, 
leaving the chapter on history-taking to the end of the book. 
Throughout he is concerned to relate physical signs to the 
underlying physiological and pathological changes and to 
discuss the physical principles underlying the production of 
abnormal signs. When the mechanism is incompletely 
understood he gives the evidence for the most popular 
theories. He is not ashamed to quote the views of those 
workers who have studied particular phenomena ; when he 
does so, his own critical comments are apt. Brief historical 
notes add interest to the text. The book is extensively illus- 
trated with excellent line diagrams and photographs, both 
plain and coloured. The author is to be congratulated on 
writing a book which not only is accurate and informative 
but also will fill its readers with enthusiasm for the art of 
physical diagnosis. 

Professor Walker, in Physical Diagnosis, has made wide 
use of collaborators, for six of his colleagues each contri- 
‘ute one or more chapters to this book. There is a lack 
of any strong personal flavour in the work, a failing now 
all too prevalent since multiple authorship has become the 
accepted pattern in medical textbooks. It is an accurate 
and full account of the methods of physical examination, 
supplemented by large sections on the common diseases of 
the respiratory and cardiovascular systems, with emphasis on 
their physical signs. The student who has thoroughly 
worked through this book will have a good basis for 
developing his knowledge of clinical medicine. However, 
there are two reasons why he may find it less easy to read 
than Dr. Leopold’s book. First, it is less profusely and less 
vividly illustrated. Secondly, in its search for accuracy and 
completeness it includes information calculated to make 
even a lay reader mutter rude things. about teaching his 
grandmother. Two examples of this tendency to state the 
obvious are: “The mammary gland is an imperfectly 
developed and rudimentary structure in the male.” (This 
from the land of Hollywood!) “The iris is a circular 
coloured membrane suspended behind the cornea. In the 
center is a circular opening called the pupil.” Both books 


are beautifully produced and printed. 
S. C. TRUELOVE. 


SIGNS AND SYMPTOMS 


Differential Diagnosis of Internal Diseases: Clinical Analysis 
and Synthesis of Symptoms and Signs. By Julius Bauer, 
M.D., F.A.C.P. gp. 866; illustrated. No price.) New 
York: Grune and Stratton. 1959. 

Dr. Julius Bauer, who is now clinical professor of medicine 
in Los Angeles, was formerly professor of medicine in the 
University of Vienna. His book places more emphasis on 


the taking of a history and the eliciting of physical signs 
than is perhaps customary in American books, and he 
deprecates the thoughtless accumulation of laboratory 
data, not only because of the time, inconvenience, expense, 
and even possible danger to the patient, but also because the 
reliability and accuracy of laboratory procedures are often 
overestimated. He points out that the fashionable clinico- 
pathological conference and case demonstration place too 
much emphasis in teaching on the uncommon case with 
organic disease. Much modern medical work is concerned 
with psychodiagnosis and minor psychotherapy, and the 
student learns this best by watching his teacher in internal 
medicine at work in the out-patient department or by study- 
ing characteristic case histories. The first part of the book, 
which is headed “ Leading Symptoms,” is really a series of 
essays on subjects such as headache, chest pain, disorders of 
general feelings, and so on. In Part II, which is headed 
“Leading Signs,” the author discusses methods of diagnosis 
and the investigation of the various systems, Each chapter 
is followed by a summary and a generous list of references. 
There is a good index, the book is well produced, and it 
is clearly, though not lavishly, illustrated. 

A note by the publisher refers to the personal colour of 
Dr. Bauer’s writing and his originality of approach. It 
is certainly true that the book is readable, but one cannot 
help wondering who will in fact use it. The day for the 
leisurely reading of clinical lectures has gone. The subject- 
matter of clinical medicine is now so copious that its teach- 
ing needs to be more highly organized than in the past. 
This kind of material can be better, and probably more 
briefly, presented in manuals on clinical methods, in text- 
books on the interpretation of symptoms or pathological 
physiology, and in straightforward dictionaries of differential 


diagnosis. 
L. J. Wrrts. 


A DOCTOR’S LIFE 


The.Span of Time: The eo: WY of a Doctor. By 
J. T. Bell Nicoll. (Pp. 256. 12s. 6d.) London: Hodder and 
Stoughton. 1952. 


The life of every doctor is full of incident, and touches 
many crises in the lives of other people, but it needs the 
possession of a good memory and a ready command of 
language to weave it into the pattern of an interesting and 
readable book such as The Span of Time. Mr. Bell Nicoll 
gives us a racy account of his childhood, his life at the 
university, his work in Africa at a mission station, his 
experiences in practice in London, the Highlands, and finally 
in Surrey, where he was stricken with that puzzling and 
distressing disease disseminated sclerosis. 

He, like so many hundreds of others who become doctors, 
was a son of the manse, and throughout the book we can 
feel the influence of his early training. Yet with this back- 
ground of seriousness there is a strong vein of humour, 
and the raconteur will find these pages a mine of good 
stories. It would be difficult to beat the story about the 
doctor who always hesitated in making a diagnosis and 
when asked about a certain patient said, “ Well, I think 
she’s dead, but I’m not quite sure. To be on the safe side 
I think one of you should sit up with her all night.” There 
is also the true story of the lady who, at a dinner party 
which proceeded while the bombs were dropping all around, 
actually asked him, “ Do you like bombing ? ” 

Though a Scotsman, he writes, “ Scotland may be a good 
place to be born in and to die in, but it is no place in which 
to earn one’s living.” The author was very fond of im- 
personation, and gives several accounts of occasions when he 
cleverly deceived his friends, but we did not think that his 
essential good-nature showed up to such great advantage in 
these instances. Everyone will admire and gain encourage- 
ment from his remarkably brave and philosophical manner . 
of accepting his crippling illness. We hope with him that 
some day he will be able to write another chapter called - 


“The way back.” 
itees V. ZACHARY COPE. 
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LIVERISHNESS 


The Christmas dinner is perhaps the one occasion in 
the year when most families indulge in a real surfeit 
of rich and unaccustomed food, generously supported 
by wine and brandy. Indeed, the Christmas dinner 
remains our one real annual feast in the traditional 
sense. Even so, we seem to lag far behind our 
ancestors, whose gastronomical achievements much 
exceeded our present capacity. In his instructions for 
clerical diet Archbishop Cranmer! laid down that “a 
Turkey-cocke” be classified among the “ greater 
fowles,” of which but “one in a dishe was permiss- 
able for an ecclesiastic.” 

In view of the overindulgence of our ancestors it 
is curious that there is no record of the word 
“liverish ” in England before the early part of the 
nineteenth century. Hurst? believed that the term was 
introduced by soldiers and civilians who came back 
from India with hepatic abscesses, which led Army 
surgeons to recognize the premonitory symptoms of a 
disordered liver. Hurst also recorded the curious 
fact that there was no equivalent in French or German 
for the word, although a bad-tempered Frenchman 
was Said to be “ un bilieux.” 

A “touch of the liver” or a “bilious attack ” 
remains a common lay diagnosis and is no less real 
because most textbooks of medicine pass it over. The 
bilious patient feels worst in the morning, waking up 
with a headache, furred tongue, unpleasant taste in 
the mouth, and with no appetite for breakfast, and 
feeling generally disinclined to work, either mentally 
or physically. Nausea often accompanies the morn- 
ing anorexia and may end in vomiting. Sometimes 
there may be a sense of discomfort over the right 
hypochondrium extending across to the epigastrium 
and around to the right costal margin. Alcohol is 
undoubtedly one of the commonest causes of liverish- 
ness and so is unaccustomed feasting. Sometimes 
the symptoms may be prolonged by self-medication 
with aperients. Migrainous subjects may suffer a 
bilious attack without any indiscretions of diet, and 
in them both fatigue and excitement may be contribu- 
tory causes. In Britain a more prolonged bilious 





1 See The Lady, December 4, 1952. 
2 British Medical Journal, 1938, 1, 661. 
3 Lancet, 1952, 2, 1091. 


attack may herald the onset of infective hepatitis. 
And biliousness is not uncommon among travellers 
returned from the Tropics who have suffered from 
amoebic hepatitis or malaria. 

Nothing precise is known of the morbid anatomy 
of the milder forms of biliousness, but the slight 
enlargement of the liver, which may disappear on 
recovery, probably indicates that it is congested. 
Hepatosis may seem a more elegant professional 
diagnosis than its lay equivalent, but we are none the 
wiser for a better name. Doubtless in time the lay 
syndrome will be interpreted in terms of enzymic 
reactions within the liver and achieve scientific status 
in much the same way as windy dyspepsias have 
now been defined by Evans* as “ oesophageal 
arrhythmias.” 

The prevention of alcohol hepatosis is well under- 
stood outside medical circles, for does not Hawkins 
preserve his master’s well-being by neutralizing the 
gin with lime juice ? To the medical man prevention 
of acute bilious attacks seems better than cure, and 
most sufferers know from experience the particular 
foods which upset them—chocolate, cream cake, meat 
fat, and fried foods being particular offenders. With 
chronic liverishness, or for those subject to frequent 
attacks, the small daily dose of Epsom salts and a 
small weekly dose of calomel seem to be the most 


effective remedy. 








BENEFITS AND DANGERS OF BUTAZOLIDIN 


The four years which have passed since the 
discovery of cortisone have seen the rise and fall of 
several other substances claimed to benefit cases of 
rheumatic disease. Most have beén the subject of 
passing controversy and none has found universal 
acceptance. Buta useful effect of these discoveries has 
been to stimulate clinicians to study the treatment of 
rheumatic diseases with better experimental methods 
to “ decide doubtful points by experiment rather than 
argument.” The special problems of clinical trial of 
new drugs have been recently discussed by Bradford 
Hill,?, who drew particular attention to the many 
fallacies such trials must avoid. As a result claims 
of therapeutic benefit meet with a more critical 
appraisement now than formerly. Claims made for 
the synthetic substance 1 :2-diphenyl-3 : 5-dioxo-4-n- 
butylpyrazolidine (“ butazolidin”’) in a wide variety 
of painful conditions included under the general head- 
ing of rheumatic diseases therefore deserve careful 
study. 

An account of the first clinical trial appeared in 
the U.S.A. in June of this year* ; it was shortly fol- 
lowed by that of Currie‘ in Britain and two further 
reports.° * All these workers found essentially similar 
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clinical benefits from the administration of butaz- 
olidin in various types of arthritis. The last workers 
found that 69% of their cases of rheumatoid arthritis 
gained appreciable relief, and they also obtained good 
results in other types of arthritis, including osteo- 
arthritis and gout. On page 1392 of this Journal 
Drs. Rhys Davies, R. W. Barter, A. Gee, and Cedric 
Hirson report their results and provide further useful 
evidence that butazolidin gives symptomatic relief to 
a high proportion of cases of rheumatoid arthritis ; 
they add evidence that symptomatic benefit also 
occurs in cases of osteoarthritis. 

It seems clear, therefore, that many patients with 
painful musculo-skeletal conditions do obtain worth- 
while relief with butazolidin, and two further ques- 
tions therefore require study—the toxicity and the 
mode of action. Toxic reactions of varying severity 
have been reported in almost every account, the 
frequency of them appearing to vary with the dosage 
used and most often occurring when the daily dose 
has exceeded 600 mg. A sensitivity rash often 
. appears but is of relatively little importance. Water 
retention, leading to oedema and sometimes conges- 
tive cardiac failure, has been reported.t* Activation 
of a peptic ulcer has also occurred, and Hart and 
Johnson’ reported gastro-intestinal bleeding in three 
cases, blood transfusion being required in one. A 
death due to gastric haemorrhage is reported in our 
Médico-Legal columns at page 1427. Loxton and 
his colleagues described* severe neurological compli- 
cations attributed to a haemorrhagic myelitis in one 
case. The risk of bleeding therefore seems to be real, 
though the reason for it remains in doubt ; a reduc- 
tion in the platelet count has been observed in 16% 
of one published series.* Of the greatest importance 
is an assessment of the risk of agranulocytosis, and a 
death due to this is also reported in our Medico-Legal 
columns. Kuzell and his colleagues* reported the 
development of aplastic anaemia in a patient with 
monocytic leukaemia and ankylosing spondylitis who 
had been treated with deep x rays and butazolidin, 
but a month previously this patient had also received 
amidopyrine, so that butazolidin cannot necessarily 
be incriminated there. Crowther and Elgood*® have 
given one documented account, but unfortunately no 
firm initial diagnosis was established in their case. 
Loxton and his colleagues* reported one case of 
“complete agranulocytosis ” out of 50 cases treated. 
Two additional cases have been briefly reported.*® ™ 





1 Pickering, G. W., Proc. roy. Soc. ie, 1949, 42, 229. 
2 Hill, A. B., Brit. med. B , 1951, 7, 2 

3 Kuzell, Ww. vol etal.,J. Amer. med. 7. "1952, 149, 729. 

4 Currie, J. P., Lancet, 1952, 2,15 

5 Ste hens, CA. L., et al., J. Amer. med. aes 1952, 150, 1084. 
Pabrocker, © veral., ibid., 1952, 160, | 

7 Hart, F. D., and Johnson, - M., Lancet, 1982, 2, 587. 

8 Loxton, G. E., et al. ibid., ran 2 ~- 

® Crowther, D. L., and ibid. 1952, 2, 829. 
10 Tait, G. B., ibid. 1952, 

11 Jarvis, D. J. A., ibid. 682 8 830. 


The second question requiring an answer is whether 
butazolidin is simply a new potent analgesic or 
whether it has some “ anti-rheumatic” action. It is 
certainly difficult to conceive of an anti-rheumatic 
action affecting all types of arthritis regardless of their 
pathology ; but Currie, on the basis of his series, con- 
cluded: “The drug cannot be just an analgesic 
because that can hardly explain a fall in E.S.R. and 
reduction of joint swelling.” But has an effect on 
these two features of the disease in fact been estab- 
lished? Currie found a reduction in ring size of the 
affected interphalangeal joints in a maximum of 8 
of his 81 cases (10%). A fall in the E.S.R. of up to 
20 mm. in the first hour occurred in 25% and above 
that figure in only 5%. These findings are not impres- 
sive, nor have other workers confirmed the claims. 
Rhys Davies and his colleagues find no change in 
sedimentation rates. There is little further informa- 
tion about the effect on_ joint swelling. Perfor- 
mance tests may be made easier by analgesics alone, 
and the fact that butazolidin influences the results is 
therefore of limited value in endeavouring to answer 
this particular question. Steinbrocker and his col- 
leagues tried to assess separately the analgesic effect 
of butazolidin, a particularly difficult task, and they 
found that, by their methods, it was a more powerful 
analgesic than salicylates or amidopyrine. If butaz- 
olidin is found to be simply an analgesic, then the 
risks of toxicity must be compared with those 
associated with other well-known and established 
analgesics. _ 

Butazolidin may prove to be valuable in the 
management of patients with arthritis, but it is essen- 
tial that the dangers of its use and the precautions 
required should be carefully calculated before it is 
prescribed. At present particular care is indicated 
when there is a risk of precipitating cardiac failure or 
when there is a history of peptic ulceration. The 
danger of agranulocytosis must be borne in mind, and 
laboratory observation of the blood, including plate- 
let counts, is an essential precaution. It is probably 
wise to regard 600 mg. a day as the maximum dose, 
reducing it to the lowest practicable level as soon as 
relief has been achieved. 








TESTING ANTI-TUBERCULOSIS DRUGS 


The testing of new anti-tuberculosis drugs in the 
experimental animal has been so perfected that it 
is possible to assess new drugs rapidly, alone or in 
combination, in a small series of well-designed experi- 
ments in a single laboratory. The results give guid- 
ance to what may be expected in human beings, but 
their reproducibility in human tuberculosis cannot be 
taken for granted. Is it then possible, with equal 
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economy, to obtain information valid for the human 
being in small groups of selected tuberculous patients 
within a single hospital? A comparison of two 
recent papers on isoniazid gives a fair answer to this 
question. 

A report by Goulding and Robson! on isoniazid in 
experimental tuberculosis shows what can be achieved 
by observing animal lesions in a logically planned 
series of experiments. It has given within a short 
space of time results of remarkable precision. The 
authors first describe the technique evolved within 
the past few years and previously reported.?* Mice 
or rabbits are inoculated intra-corneally under deep 
anaesthesia with a standard dose of Mycobacterium 
tuberculosis, and the developing lesions are subse- 
quently observed at short intervals (by the aid of a 
low-power binocular microscope in the case of mice). 
After establishing the normal course of the local infec- 
tion, the technique had been previously used for con- 
trolled studies of the effect of streptomycin, P.A.S., 
and thiosemicarbazones. Goulding and Robson ob- 
served the effect of isoniazid and other drugs, alone 
and in combination, given systemically. In mice, iso- 
niazid given alone had a suppressive action on the tuber- 
culous infection, so long as treatment was continued ; 
once treatment ceased, the infection was no longer re- 
strained. Combination of isoniazid with P.A.S. was 
hardly more effective. With isoniazid plus strepto- 
mycin, however, relapse after cessation of treatment 
occurred in only four of fifteen animals, and even then 
the lesions were slow to arise and limited in extent. In 
rabbits, when treatment was started on the day of infec- 
tion, isoniazid administered alone had a greater sup- 
pressive action than streptomycin ; under isoniazid the 
disease was completely suppressed throughout treat- 
ment and afterwards as well. When treatment was 
applied to established lesions resulting from inocula- 
tion six weeks previously, isoniazid was as potent as 
streptomycin or a combination of the two drugs; 
there was no recrudescence after treatment stopped. 
The authors discuss the striking difference of response 
to treatment in the rabbit and the mouse, and suggest 
that difference in body temperature may be respon- 
sible (the average figure in the mouse is 34.3° C. and 
in the rabbit 38.3°C.). If this is correct it may 
account for the remarkable response to isoniazid 
observed in some pyrexial human patients. 

In a paper accompanying the article just described 
C. L. Joiner and his colleagues report on isoniazid in 
human tuberculosis. For “ a clinical trial of its effec- 
tiveness alone and in combination with streptomycin ” 





1 Lancet, 1952, 2, 849. 

2 Gardiner, P. A., et al., Brit. J. Pharmacol., 1949, 4, 209. 
3 Rees, R. J. W., and Robson, J. M., ibid., 1950, 5, 77. 

4 Lancet, 1952, 2, 843. 


5 British Medical Journal, 1952, 2, 735. 


they selected out-patients with chronic fibrocaseous 
disease which, in almost every case, had been present 
for many years ; all were sputum-positive. All were 
treated at home but attended hospital once each week 
for assessment. Twenty-four patients were selected 
and “carefully paired in terms of age and duration, 
degree, and progression of disease.” In a first trial 
to determine the value of isoniazid alone, one of each 
pair was given isoniazid (250 mg. daily, in capsules, 
for six weeks), and the other received dummy cap- 
sules containing lactose. Two of those receiving 
lactose defaulted. Results in terms of weight changes 
showed a marked difference to the advantage of the 
isoniazid group ; in this group there was also reduc- 
tion of the number of tubercle bacilli in the sputum, 
a change not seen in the control group. Temperature, 
sedimentation rate, and x-ray assessment are not men- 
tioned in the comparison. 

In the second and “ main trial” the 10 remaining 
controls plus one newcomer were treated with isoni- 
azid plus streptomycin for 18 weeks (Group B), and 
the isoniazid treatment of the other group of 12 was 
continued until the end of 18 weeks from the date 
the treatment started (Group A). The authors com- 
pare the results of the two treatments. There was 
striking improvement in sense of well-being in both 
groups in the first weeks ; it was maintained through- 
out in Group B, but four of the twelve patients in 
Group A “ felt that they were relapsing ” during the 
latter part of the trial, and one relapsed acutely after 
the eleventh week. The average weight gain in the 
first 12 weeks was 5 Ib. (2.3 kg.) in both groups ; in 
the final six weeks there was an average weight loss of 
9 oz. (0.26 kg.) in the isoniazid group, and a gain of 3 Ib. 
(1.4 kg.) in those on combined chemotherapy. Little 
can be said of temperature, since few were pyrexial ; 
radiologically most showed no change, and there is 
no significant difference between the groups. The 
mean sedimentation rate fell from 38 to 31 in the first 
six weeks in the isoniazid group, from 42 to 32 in 
those under combined treatment; subsequently the 
mean sedimentation rate rose to 35 in the former 
group, and fell to 15 in the latter (these figures 
are deduced from the charts, since no tables of 
figures are given ; the same applies to the following 
analysis). 

The bacillary count per 100 fields was studied 
weekly. In the isoniazid group the count fell in the 
first three weeks from over 10,000 to about 800; it 
subsequently remained stationary for four weeks and 
then rose again. In the group receiving both drugs 
there was a continuous fall (apart from a temporary 
arrest in the eighth to tenth weeks)-from 8,000 to 
under 10. The information given on resistance to 
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isoniazid is meagre, as tests are not reported at 
levels higher than 0.1 yg. per ml. except for two 
cases in the fifth week. (For reasons well substan- 
tiated, the Medical Research Council report on 
isoniazid® did not consider as “ resistant,” for the pur- 
pose of its analysis, growth in concentrations of less 
than 1.0 ug. isoniazid per ml.) In the fourth week two 
of the eleven patients on isoniazid, and none of five 
patients on combined therapy, had produced strains 
resistant to 0.1 yg. isoniazid per ml. In the tenth 
week five of six patients in the former group had pro- 
duced strains resistant at this level ; no information is 
given for patients on combined therapy. 

A third trial is reported, with smaller numbers: 
nine patients received isoniazid plus streptomycin 
(Group C) ; seven patients received streptomycin plus 
P.A.S. plus lactose (Group D). Group C gained 
more weight than Group D. The course of sputum 
counts and sedimentation rate was the same in both 
groups. 

At first sight these small and economically con- 
ducted trials may seem to have been remarkably pro- 
ductive of results. It is important to consider this in 
detail, for in the past five years it has sometimes been 
maintained that the fundamental questions concern- 
ing the relative value of new drugs in tuberculosis can 
be answered clearly and effectively only by highly 
organized co-operative trials on a relatively large 
scale—such as those initiated by the Medical Research 
Council in this country, and by the Veterans Admin- 
istration and the United States Public Health Service 
in America. Joiner and his colleagues claim to have 
shown clearly that isoniazid is effective over a short 
period, that “most patients who receive isoniazid 
alone regress after a period of eight to ten weeks,” 
and that “this regression is associated with the 
development of isoniazid resistance”; and these 
results are contrasted with those in patients receiving 
isoniazid plus streptomycin, who made continuous 
progress. What in fact have these trials demon- 
strated? The critical reader may conclude that, so 
far as the relative value of isoniazid is concerned, 
they have shown, in patients with chronic pulmonary 
tuberculosis, that isoniazid given alone confers a sense 
of well-being for the first two months of treatment ; 
that a dozen patients gain an average of 5 Ib. (2.3 kg.) 
in the first twelve weeks, and lose on the average a 
little over 4 Ib. (0.23 kg.) in the next six weeks ; and 
that the bacillary count per 100 fields falls appre- 
ciably (though there is no question of conversion to 
negative) in the first three weeks and rises again sub- 
sequently. These are the only real benefits demon- 
strated ; on these results, the drug might be no better 
than P.A.S. given alone, or only better than no chemo- 


therapy at all, in chronic pulmonary tuberculosis. 
We can learn nothing of its effect in forms of the dis- 
ease expected to be more responsive to chemotherapy. 
The superiority of the results in the group receiving 
isoniazid plus streptomycin might be due almost 
entirely to the effectiveness of the streptomycin. 
Finally it is hardly justifiable to generalize, on the 
evidence offered for eleven chronic patients, and 
with limited measurements of progress, that “ most 
patients who receive isoniazid alone regress after a 
period of eight to ten weeks ”; nor that the observed 
regression is associated with the development of 
isoniazid resistance, when all that has been shown 
is that two of eleven patients on isoniazid had 
bacilli resistant to 0.1 wg. per ml. in the fifth 
week, and none in the group receiving both drugs 
(the results in the tenth week cannot be interpreted, 
since no data are available for the group receiving 
both drugs). One must consider too the quality of 
the small contrasted groups. The authors themselves 
point out that clinically the patients varied from the 
“good chronic” to the “toxaemic invalid”; the 
variations possible within this range are so large as to 
render very improbable the accurate pairing of a mere 
score of such patients, so that each group would have 
the same average prognosis. 

The conclusions that could be finally drawn from 
these trials would therefore be few and slight if the 
results were to be considered in isolation—that is, in- 
dependently of the information already available else- 
where concerning the considerable value of isoniazid 
and the importance of drug resistance, subjects dis- 
cussed at the Royal Society of Medicine recently and 
reported at page 1411 of this Journal. This is not to 
say that the large-scale trial should alone be used in 
assessment of new anti-tuberculosis drugs and that 
small individual trials are a waste of time. Nothing 
is further from the truth. An intensive small clinical 
trial conducted in a single hospital may, with careful 
planning and cases well chosen, provide useful 
pointers even if definite conclusions are not often 
likely to be reached. It may include special studies 
in a detail which cannot be provided in the large 
co-operative trial. And it may thus help to elaborate 
the broad conclusions reached in the latter, and to 
define more exactly the place of the new drug in 
therapy. Indeed, the most useful part of the trial by 
Joiner and his colleagues is to be seen in the studies of 
bacillary count in the sputum ; they demonstrate what 
valuable bacteriological information can be obtained 
from detailed study of a few cases. There is certainly 
room for many types of clinical trial in tuberculosis, 
but the place and limitations of each have yet to be 
properly appreciated. 
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MILK AND MALARIA 

Some very important observations by Professor 
Maegraith and his colleagues are reported in this issue 
at page 1382. While using a diet of milk and vitamins 
with the object of restricting the iron intake of labora- 
tory rats they found that the animals became resistant 
to infection with the rat malaria parasite Plasmodium 
berghei. This discovery may prove to link up with work 
described by Professor Gyérgy in a special University 
of London lecture given on December 8. Professor 
Gyérgy has found that milk and other substances con- 
taining blood-group and related polysaccharides exert 
a powerful influence on the growth of bacteria in the 
intestine and of virus cultures on egg yolk. It thus seems 
that a person’s resistance to infection by certain bacteria 
and protozoa may be influenced by giving him a milk 
diet—a point of special interest to advocates of the 
breast-feeding of infants. It is not yet clear whether the 
effect on malarial infections is brought about by sub- 
stances in the milk or because milk may be deficient in 
certain nutrients required by the parasite. But the latter 
explanation is the more probable, since Professor 
Maegraith and his colleagues found that the P. berghei 
infections were not suppressed in animals receiving a 
normal diet plus milk. 

A further possible link with their observation is the 
fact that infants in their first three to four months of 
life very seldom suffer from malarial infections. This 
has puzzled many workers, and numerous theories have 
been put forward to explain it. Malarial immunity in 
infancy and early childhood was studied in detail by 
Garnham! and by Wilson, Garnham, and Swellen- 
grebel.2, Working in the Kavirondo district on the 
shores of Lake Victoria, in East Africa, Garnham found 
that at the end of the third month only 10% of children 
are infected with malaria; thereafter the percentage 
affected rapidly rises and by nine months practically all 
have the disease. At the end of the third month we 
should expect 55.8% of the children to be infected, this 
figure being obtained by applying the index of infective 
density® appropriate to the district. Hackett* suggested 
that the discrepancy—namely, an observed parasite rate 
of 10% instead of the expected 55.8%—might be due 
to the children having acquired immune bodies from 
their mothers during intrauterine life. Now Professor 
Maegraith’s observations raise the possibility that the 
milk diet may be responsible for the effect. Even so, 
the other explanation may yet be shown to be correct, 
for the children studied by Garnham were almost all 
breast-fed till the eighteenth month, yet they were 
infected with malaria by the twelfth. At the third or 
fourth months, however, the mothers usually start giving 
them a variety of foods in addition to the breast milk. 
If the pure milk diet is deficient in nutrients required by 
the malaria parasite, it may be that these are supplied 








1 Ann. trop. Med. Parasitol., 1949, 43, 47. 

2 Trop. Dis. Bull., 1950, 47, 677. 

3 Bull. Hith Org. L.o.N., 1940, 9, 131. 

4 Publ. Amer. Ass. Advanc. Sci. ,1941, 18, 148 (Trop. Dis. Bull. , 1942, 39, 493.) 
5 Ann. trop. Med. Parasitol., 1938, 32, 43. 

€ Ibid., 1939, 33, 161. 

7 Ibid., 1938, 32, 77. 

8 J. exp. Med., 1941, 74, 441. 

® Ibid. , 1943, 77, 411 


10 Proceedings of the 4th International Congress of Tropical Medicine and 


Malaria, Washington, p. 618, 1948 
11 Ann. Rev. Microbiol. , 1948 


, 2, 101. 


by such extras. The nutritional requirements for growth 
of the malarial parasite have been investigated by 
Christophers and Fulton,>*’ Trager,?® Gieman,!° 
Moulder,?! and others. It is known that certain vita- 
mins, particularly calcium pantothenate and biotin, are 
required for its growth. Calcium pantothenate was 
added to the animals’ diets in Professor Maegraith’s 
study, but an insufficiency of biotin remains a possible 
explanation of the phenomena, for milk contains little 
of it. 

There will no doubt be much speculation on the 
mechanism responsible for the suppression of malarial 
infection in these animals, and, whatever the ultimate 
answer to this problem may be, the observation itself 
is of the highest importance. Studies on human 
malarial and other infections will follow, and it may 
not be too much to hope that a wide new field of 
investigation will be opened up. 





CHRISTMAS DISEASE 

Knowledge of the haemorrhagic diatheses has rapidly 
increased during the past decade. Elsewhere in this 
issue (p. 1378) Dr. Biggs and her colleagues make an 
important contribution to the subject by reporting a 
study of seven cases of Christmas disease, which has 
been previously mistaken for haemophilia, and they add 
three probable cases from the literature. The disease 
owes its name not to the season at which their discovery 
is published but to the name of the first patient examined 
in detail. Confusion between this disease and haemo- 
philia is readily understandable, for they have much in 
common. The clinical’ pictures are indistinguishable ; 
all 10 cases of Christmas disease so far described are 
males, and both conditions are inherited as sex-linked 
recessive characters. But it would appear that the defect 
in Christmas disease may not be completely recessive. 
The bleeding-time, tourniquet test, platelet count, and 
prothrombin times are all within the respective normal 
ranges in both conditions, while each typically shows a 
prolonged whole blood clotting-time and deficient con- 
sumption of prothrombin during clotting. 

The distinction between the two states is made by 
further laboratory tests. Merskey’ has shown that 
normal blood added to haemophilic blood in small 
proportions shortens the clotting-time of haemophilic 
blood, whereas the addition of haemophilic blood is 
ineffective. This is due to the fact that normal blood 
contains a substance—the antihaemophilic globulin— 
which is lacking in haemophilia. Hence potent prepara- 
tions of antihaemophilic globulin in the fibrinogen frac- 
tion of normal plasma also correct the clotting defect of 
haemophilic blood. In Christmas disease, however, 
although small proportions of normal blood or plasma 
shorten the clotting-time of the plasma, as in haemo- 
philia, the addition of Christmas disease plasma to 
known haemophilic plasma shortens the clotting-time 
of the latter, the extent of this shortening being com- 
parable to that caused by dilutions of normal plasma. 
Again, the addition of potent antihaemophilic globulin 

1J. clin. Path., 1950, 3, 301. 


2J. siol., in " ? 
py nm Blood Coagulation and its Disorders. Oxford: Blackwell’s 


Scientific Publications. 1952. 
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to Christmas disease plasma does not shorten its clotting- 
time, nor does the plasma of one case of the disease 
shorten the clotting-time of the plasma of similar cases. 
Hence these patients lack a factor which differs from 
antihaemophilic globulin. Biggs and her colleagues pro- 
ceed to show that this substance, called the Christmas 
factor, is present in the crude a- and f-globulin fraction 
of normal plasma. They also list physical and chemical 
differences between the factor and antihaemophilic 
globulin. Furthermore, using the thromboplastin- 
generation method of Biggs, Douglas, and Macfarlane,’ 
by which the ability to form blood thromboplastin is 
tested directly, they show that the fundamental defect 
in both haemophilia and Christmas disease is failure 
to form intrinsic thromboplastin normally. In the case 
of haemophilia this is demonstrably due to lack of anti- 
haemophilic globulin, but Christmas disease plasma con- 
tains the normal amount of this substance and lacks a 
different factor normally found in serum—namely, the 
Christmas factor. Details of all the techniques used 
in the study are described elsewhere by Biggs and 
Macfarlane.* 

Although it would appear that Christmas disease is 
not very common, its recognition in any one patient 
is important because the treatment is not the same 
as that for haemophilia. Concentrated preparations of 
antihaemophilic globulin, sometimes used in cases of 
haemophilia, are ineffective in controlling haemorrhage 
in Christmas disease, while Biggs and her colleagues 
show that stored blood may be more effective than the 
quite fresh blood required for haemophilics. The amount 
of blood likely to be required to control haemorrhage 
in an adult case of Christmas disease is of the order 
of 4 pints (2.3 litres), or 2 pints (1.1 litres) of plasma. 

Dacie rightly points out elsewhere in this issue (p. 1408) 
that, although haemophilia is not a very common con- 
dition, it remains a lifelong burden to the sufferer and 
a serious problem to the medical profession. Again, 
although it cannot yet be claimed that an effective treat- 
ment for haemophilia will be found in the near future, 
the outlook for these sufferers is slowly improving. 
These two papers have much to teach on a subject of 
exceptional difficulty. 





ENDOCARDIAL SCLEROSIS 
Endocardial fibroelastosis or sclerosis in infancy is a 
well-recognized necropsy finding. It is characterized 
by an opaque white thickening of the endocardium, 
which on section consists of fibrous and elastic tissue. 
The left ventricle and atrium are most commonly 
affected, and the right ventricle usually escapes the 
diffuse involvement. Many theories about the cause 
of the condition have been advanced, and the report 
of Ullrich! suggests that it may be genetically deter- 
mined. He described triplets, two identical, who had 
endocardial sclerosis, and a third, dissimilar, who lived. 
Nevertheless, the commonly accepted theory is that the 
condition is due to deficient oxygenation of the endocar- 
dium. Johnson? examined 210 congenitally malformed 
hearts and found diffuse endocardial fibroelastosis in 23. 


1 Z. menschl. Vererb.- u. KonstitLehre, 1938, 21, 585. 
2 Arch. Path. ), 1952, 54, 237. 


8 Amer. J. Dis. Chiid., 1952, 84, 291. 





In each of these a condition was present which could 
have caused endocardial anoxia. His three main groups 
of cases showed respectively aberrant coronary arteries, 
premature closure of the foramen ovale, and valvular 
atresias with stagnation anoxia. On the basis of his 
own cases and others in the literature Johnson concluded 
that anoxia was of importance in causing endocardial 
sclerosis, and he could find no evidence that the lesion 
was a true congenital anomaly. 

That ‘anoxia is not the whole story is shown by the 
work of Blumberg and Lyon,* who.analysed 25 cases 
observed by themselves. Any cases which had con- 
genital defects of the heart such as those described by 
Johnson were excluded from the review. Of their own 
patients and 69 additional patients reported in the litera- 
ture, they found that no fewer than 33 were over the 
age of 6 months at death ; though admittedly many of 
the patients died before the age of 6 months, their own 
oldest case was 114 years of age before the onset of 
symptoms. While, therefore, it is possible that the 
youngest cases may have been precipitated by unknown 
intrauterine conditions, it is likely that any condition 
causing anoxia at the age of 114 years would have been 
ideruitied. Biumberg and Lyon attempted to construct 
a diagnostic picture of the condition, but the only con- 
stant finding was cardiac enlargement, and the diagnosis 
is still essentially post mortem, which implies that the 
condition, or whatever causes it, is at present always 
fatal. It is almost impossible to assess the frequency of 
endocardial sclerosis in the population. Blumberg and 
Lyon’s 25 patients were seen in four hospitals during 
a five-year period, and did not include those cases with 
malformed hearts. If this is a representative incidence, 
then an ordinary children’s hospital may expect to see 
on an average one case a year. 





OF MICE AND MEN 

There are obvious advantages in studying diseases in 
the mouse rather than man. Examples of any geneti- 
cally determined disorder in the mouse can be produced 
in hundreds by breeding the appropriate strain. The 
disease in these animals will be homogeneous, whereas 
in man one disease label too often covers an assortment 
of pathological processes. In the mouse the study of a 
disease can be pushed back to its earliest stages, where 
necessary to the first few days of embryonic life. Even 
so, there are difficulties—for instance, few people have 
learnt to use an ophthalmoscope to examine the mouse 
retina—but on balance the mouse has the advantage. 
That the disease processes so studied are mostly those 
which are genetically determined is no drawback, since 
all diseases in man too are in part at least determined by 
the genetic inheritance of the patient. 

There are already many genetically determined dis- 
eases known in the mouse, affecting every system of the 
body. A few of them have been extensively studied, par- 
ticularly by Dr. H. Griineberg, and it has been possible 
to explain the diverse clinical manifestations in terms of 
a single abnormality of development. Dr. Griineberg 
has admirably summarized! his own work and that of 


1 Genetics of the Mouse by H. Griineberg. The Hague, 1952. 
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others studying the same material. But unfortunately 
none of the mouse diseases at present known seem to 
be sufficiently close to any individual human diseases 
to be of use in providing material for studies in the 
development of the diseases or in new methods of treat- 
ment. The macrocytic anaemia in those mice which 
are homozygous for that particular gene, though histo- 
logically very like pernicious anaemia, does not respond 
to liver therapy ; yet, oddly enough, the lesser degree 
of the disease in the animals heterozygous for this gene 
does show some response. It is possible, then, that a 
mouse geneticist might have anticipated Minot and 
Murphy. 

In a lecture at the Hospital for Sick Children on 
December 1 Griineberg referred to an anomaly of carti- 
lage formation in the mouse which he is now studying. 
This produces severe hydrocephalus of the foetus due 
to a deficient growth of cartilage of the base of the 
skull and may well throw some light on human forms 
of dyschondroplasia. Human achondroplasiacs often 
develop hydrocephalus in early life, probably for the 
same reason. In this strain of mouse the cartilage 
itself appears normal, but the primordial mesenchyme 
in which cartilage develops is improperly formed in 
several sites, including the base of the skull, the sternum, 
and the hand. Possibly the chief value of mouse studies 
of this kind will come, not by finding close parallels to 
human disease but from the insight gained into physio- 
logical and biochemical processes common to all mam- 
mals. The study of the biochemistry of fungi has been 
greatly advanced by the investigation of a number of 
mutant strains each incapable of one particular step in 
biochemical synthesis or degradation. The study of 
phenylpyruvic amentia and alkaptonuria has provided 
information on the normal metabolism of phenylalanine 
and tyrosine. Analogous mutations of this kind must 
occur in the mouse, and their analysis would complete 
our understanding of this and many other biochemical 
cycles. 





THE RECESSION FROM HARLEY STREET 


Harley Street with its surrounding thoroughfares has 
now been for the best part of a century the consultants’ 
quarter of London. But histories of London more than 
a century old make no reference to any medical 
occupation of Harley Street or Wimpole Street, the one 
named after Edward Harley, second Earl of Oxford, and 
the other after his country seat. They were the favoured 
residential quarters for artists, literary people, scientists, 
and statesmen like Edmund Burke and Gladstone. 
Nevertheless, by the end of the nineteenth century the 
future Viscount Dawson of Penn, when he put up his 
plate at 110, Harley Street, was quite content to pay 
nearly half his income—at that time apparently amount- 
ing to about £800 a year—for the rent of a consulting- 
room and of a place for a bachelor to work, eat, and 
sleep in. 

To-day Harley Street and its neighbourhood is said to 
be losing its lure for the consultant, and at a recent 
inquiry into the London County Council’s development 
plan objections were heard to keeping the area as a 
medical one. It may be that the economic reason is not 


alone responsible for the recession from Harley Street, if 
such is taking place. The street and its parallels have 
never been exactly attractive to the eye. They were 
likened by Sir Walter Besant, the historian of London, to 
dreary arteries giving the impression of having been cut 
out of cardboard. But they had in those days a dignity 
which well consorted with the consultant side of medical 
practice. To-day they present a very different appear- 
ance. The war has left its mark upon them in the shape 


- of unseemly gaps at intervals—one of them devoted to a 


sprawling car park—and a number of houses are shut- 
tered and empty and derelict, while melancholy signs 
hang out to the effect that Mr. A. B. C. has removed to 
another address. Wimpole Street at its southern end 
is frankly commercial, and certain genteel commercial 
elements have invaded Harley Street also. But in spite 
of ruins and eyesores here and there the great majority 
of the houses still have frontages denoting prosperity 
and elegance—early Georgian stylishness supplemented 
by the art of the modern decorator. 

A careful count of door plates showed that there are 
345 on the east side of Harley Street bearing the names 
of persons in the medical profession, and on the west 
side, leading up to the London Clinic at the northern 
end, where many other consultants have their quarters, 
there are 319. In Wimpole Street and Upper Wimpole 
Street there are on the east side 177 and on the west side 
169. Many more, of course, are to be found in the 
adjoining streets—Queen Anne Street, Devonshire Place, 
Welbeck Street, and others of the cluster to the north 
and north-west of Cavendish Square. It is not infrequent 
to find a house with half a dozen such door plates, and 
at least one house in Harley Street and one in Wimpole 
Street have 20 or more. 

Those door plates in Harley and Wimpole Streets are 
among the most interesting features of the West End of 
London. They are almost invariably of the most modest 
dimensions, as small as or smaller than a visiting card. 
Unless the name is in white letters on black metal, they 
are not to be read from below the doorstep. The timid 
patient, to make sure that he has arrived at the right 
address, must mount the steps and scrutinize them from 
the eye distance of an inch or two, and even then, if the 
brass is worn, the name may not be quite discernible. 
Whatever the expert valuer may say, there is something 
permanent and established about this convention. It is 
difficult to think of any other quarter of London where 
it could obtain, and it is exactly suited to its locality— 
these five-story rather condescending fronts. We can- 
not see these door plates, so discreet, so hushed, dis- 
appearing within any short time. An added assurance 
for those who are anxious about the fate of Harley 
Street is that the policy of the London County Council 
is to keep the street purely medical, or, if that cannot be 
done, at least professional and residential. Only recently 
has permission been given for a block of flats to be 
built at the junction of Harley Street and Queen Anne 
Street, with medical consulting-rooms on the ground 
floor and residential flats above. In spite of gloomy 
prophecies, it seems that Harley Street—the street itself 
and the name as a prefix to the word “ opinion ”"—is 
good for a long time yet. 
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HAEMOPHILIA 


BY 


J. V. DACIE, M.D., M.R.C.P. 


Reader in Haematology, Postgraduate Medical School of London 


Haemophilia is one of the best known of all the 
hereditary diseases, and, although not a very common 
affliction, it remains a major problem to the medical 
profession and a life-long burden to the sufferer. This 
article briefly presents the current views on the nature 
of the disease, its diagnosis and treatment, and the out- 
- look for the haemophilic patient. 


Inheritance 


The gene responsible for haemophilia seems to lie in the 
X sex chromosome. The various patterns of inheritance 
to which the genes give rise are well known. A haemo- 
philic man married to a normal woman does not transmit 
the disease to his sons, nor do they in their turn transmit 
the defect to any of their descendants, male or female ; all 
the daughters of a haemophilic man married to a normal 
woman will, however, be carriers and capable of transmit- 
ting the disease (Fig. 1). If a carrier daughter marries a 
normal man half of their sons will be haemophiliacs and half 
of their daughters will be carriers (Fig. 2). Haemophilia 
can occur in a female only if she is the child of a haemo- 
philic man married to a woman who is a carrier: instances 
of this rare combination have recently been described. 

The sex-linked inheritance of haemophilia depends upon 
the gene for the disease being recessive. When the X sex 
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chromosome bearing the gene (x) is combined with a nor- 
mal X sex chromosome (a female resulting) the harmful 
effect of the gene is neutralized but the carrier state results. 
On the other hand, overt haemophilia results from the 
combination of the chromosome bearing the gene with a 
normal Y sex chromosome (a male resulting). The chromo- 
some combinations resulting from the marriage of a haemo- 
philic male to a normal female and of a normal male to a 
carrier female are illustrated in Fig. 3. 


It is perhaps less well known that the classical pattern of 
inheritance—a boy with haemophilia having a maternal 
uncle or uncles or perhaps his maternal grandfather 
affected—is by no means always found. Indeed, out of 
72 haemophiliacs studied by Merskey no family incidence 
could be proved in 34% of them, though in all other 
respects they were suffering from typical haemophilia. 
There are several possible reasons for an apparently nega- 
tive family history: the members of the family may be 
widely scattered ; the history they give may be incomplete ; 
the disease itself may have been transmitted through several 
generations by carrier daughters, no hacmophilic son having 
been born; or the disorder may conceivably be due in a 
particular patient to the occurrence of a fresh mutation. 


Symptoms 


The clinical signs and symptoms of haemophilia are not 
recounted in detail. An undue tendency to bleed, usually 
apparent in early life, is the cardinal symptom. Haemor- 
rhage at circumcision may be the first sign. Later, bleed- 
ing or bruising following minor cuts or injuries or tooth 
extractions may be excessive and intractable; often deep 
bruising occurs apparently spontaneously, and haemor- 
rhages into joints, leading to crippling deformity, are com- 
mon and characteristic. Sometimes haematuria occurs, 
occasionally melaena, and more rarely, fortunately, haemor- 
rhages into internal organs. Skin purpura is usually absent. 

The manifestations of the disease vary from patient to 
patient, but are often remarkably constant in any one per- 
son. In one the joints cause most concern ; in another it 
is frequent attacks of haematuria; in others it is repeated 
subcutaneous haemorrhages. Some claim that the seasons 
have a bearing on the severity of their symptoms; and a 
few state that certain drugs such as aspirin, penicillin, or 
aperients cause exacerbations. These variations and idio- 
syncrasies remain unexplained. 

Haemophilia is fortunately not always an extremely 
severe disease. Some haemophiliacs may live almost nor- 
mal lives and suffer little disability ; in them the laboratory 
signs are usually also less marked. In the less fortunate 
the manifestations may be severe from birth and bring 
about death at an early age. On the whole the degree of 
severity tends to be uniform throughout an affected family, 
and throughout the life of any particular patient, if allow- 
ance is made for the periods of spontaneous improvement 
which are a feature of the disease. 


Pathogenesis 


In haemophilia the clotting mechanism of the blood is 
impaired. Most workers agree that the impairment is due 
to the absence or deficiency of a factor in the plasma which 
is essential for the formation of thromboplastin. This fac- 
tor is a globulin, often referred to as “ antihaemophilic 
globulin”; on plasma fractionation it is found in the 
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fibrinogen fraction (Cohn’s fraction I). All the other fac- 
tors required for coagulation—the blood platelets, pro- 
thrombin, Factor V, Factor VII, calcium, and fibrinogen— 
seem to be qualitatively and quantitatively normal. 


Diagnosis 

The diagnosis of haemophilia is becoming more precise 
year by year. Often it can be tentatively made from the 
patient’s clinical and family history. If there is also a 
markedly prolonged whole-blood clotting time the diag- 
nosis becomes reasonably certain. The newer methods of 
studying blood clotting will provide corroborative evidence ; 
for instance, the prothrombin-consumption index will show 
a failure to utilize prothrombin during clotting, and the 
thrombin-generation test will show delayed formation of 
thrombin. Significantly, too, it will be found that a small 
proportion of normal plasma (as little as 1 to 2%) added 
to the patient’s plasma will markedly shorten the time his 
citrated plasma takes to clot after it has been recalcified. 
Typically, his skin-prick bleeding time will be normal and 
tests for naturally occurring anticoagulants in his plasma 
will be negative. 

These more refined methods of studying blood coagula- 
tion are particularly useful in the mild or apparently 
anomalous cases of haemophilia in which the whole-blood 
coagulation time is normal or almust normal (20% out of 
51 patients of Merskey’s series) or where the family history 
seems to be negative. A decisive extension of these tests 
is to demonstrate that the plasma of a known haemophiliac 
fails to correct the defect in the plasma under test, whereas 
normal plasma succeeds in doing so. Here, howeyer, a 
complication must be mentioned. Recent reports from 
Switzerland and America have referred to the existence 
of a “new” disease clinically closely simulating haemo- 
philia but distinct from it. The disorder exists also in 
England and South Africa. A study of seven of these 
patients is reported on page 1378 of this issue, where it is 
shown that the disorder is due not to lack of antihaemo- 
philic globulin but to lack of another quite distinct clotting 
factor (“Christmas factor”). The distinction between the 
two types of haemophilia can be made relatively easily in 
the laboratory. The importance of recognizing “ Christmas 
disease” lies in its treatment, for the missing factor is not 
present in the fibrinogen fraction of plasma in which Hes 
the antihaemophilic globulin effective in true haemophilia 
(see below). 

Treatment 


Although it cannot yet be said that an effective treatment 
for haemophilia is “ just around the corner,” the outlook is 
slowly becoming less bleak. A good deal can be done by 
the doctor to afford temporary and symptomatic relief, and 
the patient himself can help greatly in combating his 
disease. 

The aim of the research worker, and the hope of the 
haemophiliac, is the permanent restoration to normal of the 
defective clotting mechanism, either by the administration 
of refined antihaemophilic globulin in harmless and effec- 
tive form, by mouth if possible, or by some substance which 
would stimulate the production of antihaemophilic globu- 
lin within the patient himself (analogous perhaps to the 
effect of vitamin K on the formation of prothrombin). 
Some progress is being made in the isolation of antihaemo- 
philic globulin ; but unfortunately no substance is known 
which affects its production in vivo. 


Effect of Blood or Plasma Transfusion 

Antihaemophilic globulin is in fact administered when- 
ever a patient receives a transfusion of whole blood or 
plasma, or is given an injection of human fibrinogen. 
Unfortunately, the effect on the coagulability of the 
patient’s blood is transitory; it is greatest immediately 
after transfusion but diminishes rapidly, so that after 24 
hours or so the benefit is negligible. Moreover, to obtain 
substantial and worth-while benefit large volumes of 
plasma have to be given. At present a really effective 


treatment for an adult would entail intravenous injections 
of 400 to 500 ml. of plasma at least every other day, 
preferably daily. This regime is hardly practicable for any 
length of time and carries a remote risk of serum hepatitis, 
to say nothing of the possible development of a refractory 
state with consequent diminishing benefit from the trans- 
fusions. How often a refractory state develops is not yet 
known for certain; so far it has been observed chiefly in 
America. 


Acute Haemorrhage 


When haemorrhage is severe, no matter whether it is 
internal or external, transfusion is certainly indicated. The 
patient must, of course, receive blood only of the same 
ABO and Rh groups: ideally, he should be grouped in 
respect of the other blood-group ‘systems also and blood 
chosen for him which matches his own as closely as 
possible, so that potentially dangerous reactions due to iso- 
antibodies that may have developed as the result of earlier 
transfusions may be avoided. Either whole blood or plasma 
may be used: if the patient’s haemoglobin level is below 
normal, blood should be given; if not, plasma. Large 
volumes must be given: the plasma from 2 pints (1,140 ml.) 
of blood is the least amount necessary for an adult. If 
the haemorrhage persists the transfusion should be repeated. 
Laboratory control is desirable ; measurement of the whole- 
blood clotting time is the minimum requirement. In a 
haemophiliac the clotting time should be normal or almost 
normal after a transfusion of 400 to 500 ml. of normal 
plasma ; if it is not reduced by transfusion the reason may 
be that the patient is already refractory. In this case a 
transfusion of much larger volumes of blood should be 
tried. 

Blood and plasma should be used as soon after being 
withdrawn as possible, at any rate within 24 hours, as anti- 
haemophilic globulin in shed blood is labile. There seems, 
however, no reason to insist on the blood being absolutely 
fresh or to attempt direct transfusion. The citrate anti- 
coagulant containing glucose used as a routine by the 
National Transfusion Service is suitable. Recently it has 
been suggested that heparin may be a preferable anti- 
coagulant, but this needs confirmation. 

Human fibrinogen (containing antihaemophilic globulin) is 
not yet available except on an experimental scale. When 
highly concentrated potent preparations can be prepared, 
the dried product may be used as a convenient substitute 
for fresh plasma. 


Local Treatment of External Haemorrhage 


Where the source of bleeding is accessible a haemostatic 
agent should be tried. Probably the best to use is thrombin, 
now available commercially in dried form, which on solu- 
tion will clot fibrinogen in a few seconds; the thrombin 
solution should be applied direct to the bleeding surface 
under moderately firm pressure. Russell viper venom is 
also a powerful haemostatic agent. Neither thrombin nor 
the venom must of course be administered intravenously. 


Other Forms of Treatment 


As is natural in an intractable complaint, many different 
substances have been used either locally or systemically in 
an attempt to treat haemophilia. None has been proved to 
be of real benefit when subjected to carefully controlled 
tests. One remedy that has attracted attention in this 
country is the substance derived by Timperley from egg- 
white. On three separate occasions—before, during, and 
after the last war—the Medical Research Council has 
organized clinical trials of this substance in a number of 
different hospitals. In none of these trials was any evi- 
dence obtained that the patients benefited from the 
treatment. 

Symptomatic Treatment 


The treatment of the haemophilic patient’s symptoms by 
means other than transfusion is largely a matter of apply- 
ing common-sense principles of medicine. For example, 
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haematomata should be treated by rest and, if possible, by 
moderate pressure ; pain by sedatives, though the possibility 
of drug addiction must be taken into account ; carious teeth 
should be filled rather than extracted. Haemarthroses are 
a special problem: they should be firmly bandaged and 
not aspirated ; later, radiant heat and skilled massage will 
help to preserve joint function. 


Surgery in Haemophilia 


It cannot be emphasized too strongly that operations on 
haemophiliacs should be avoided if at all possible. Thus 
abdominal emergencies are best treated conservatively—in 
any case they are often due to haemorrhage within the 
abdomen ; septic conditions by antibiotics rather than inci- 
sion ; and cancer by radiation rather than operation. The 
extraction of carious teeth should be undertaken only if 
pain is intolerable, and it must always be carried out in 
hospital. Transfusions before and afterwards, the applica- 
tion of thrombin to the cavity, and local pressure will 
probably be necessary. 

Operations have been carried out deliberately and success- 
fully on haemophiliacs, but before the patient is on his feet 
again the surgeon usually wishes that he had never operated. 


Social Implications 


Patients with haemophilia need all the h-lp and advice 
that the medical profession can give them in adjusting them- 
selves to their disabilities. A haemophilic child is a particu- 
lar source of worry, for minor degrees of trauma which 
would cause no injury to a healthy child often lead to wide- 
spread bruising or to haemarthroses. The child’s parents 
must therefore shield him from harm so far as they can 
until he can look after himself. Fortunately, most haemo- 
philic children learn to protect themselves at a compara- 
tively early age. Schooling, however, presents a special 
problem. Ideally, the severely affected haemophilic child 
should be sent to a special school where he may avoid the 
normal rough-and-tumble, otherwise repeated absences are 
almost inevitable. Most haemophilic children experience 
intercurrent illness without undue upset, and in the absence 
of a practical specific treatment no special precautions can 
be taken. The seriousness of any operative intervention 
has already been mentioned. 

The adult haemophiliac faces, and usually succeeds in over- 
coming, formidable problems. His ability to do a job of 
work and to keep the job is often jeopardized by the nature 
of his complaint and by repeated absences due to illness. 
Getting to and from work may be a continual source of 
anxiety, for the overcrowding and jostling at rush hours 
are a potent cause of haematomata likely to cause disability 
and absence from work. Naturally, he should be advised 
to take a sedentary rather than a manual job if this is 
possible and to obtain work close to his home. He may 
ask advice about marriage ; if so, it should be clearly stated 
that, although any sons will be free of the disease, every 
daughter he has will be a carrier. 

The mother of a haemophilic child deserves special sym- 
pathy. Her children are a constant anxiety to her; she 
feels responsible for their disabilities ; and if she has another 
son she lives in fear that he too may prove to be affected. 
Nor at present can the daughter of a woman who is a 
carrier know whether or not she herself carries the trait. 
If this could be determined—and it is not possible as yet— 
then by voluntarily remaining childless she could help to 
diminish the incidence of the disease. 


Next Refresher Course Article.—‘“ Brain Injury and Its 
Diagnosis,” by Mr. D. W. C. Northfield. 


Refresher Course Book.—The first 55 articles of this series 
(fully revised) are available as a book, price 25s. including 
postage, from the Publishing Manager, B.M.A. House, 
Tavistock Square, London, W.C.1. 





SIR NORWOOD EAST AT 80 


Another distinguished figure entering the ranks of octo- 
genarians is Sir Norwood East, who celebrated his eightieth 
birthday on Christmas Eve. The evidence of the calendar 
cannot be gainsaid, but anyone hearing his vigorous speech 
at meetings of the Medico-Legal Society, the Society for 
the Study of Addiction, or the Psychiatric Section of the 
Royal Society of Medicine, of all of which he has in turn 
been president, would find difficulty in crediting him with 
fourscore years. 

At a time when crime and its psychological background 
is attracting very much public attention, Sir Norwood East, 





with fifty years’ experience of the prison medical service 
behind him, has something perhaps more weighty to con- 
tribute than any other man in England. On the one hand, 
excessive claims are sometimes made for psychiatry in rela- 
tion to the causation of crime and the treatment of offenders, 
and, on the other, there is a tendency in some quarters to . 
dismiss psychological investigation and treatment as irrele- 
vant. The division may to some extent be along the lines 
of doctor versus lawyer, but not exclusively so by any 
means. Sir Norwood East, with his balanced view, has 
done a great deal to bring about harmony and mutual 
understanding and to throw light into dark recesses. His 
book Introduction to ‘Forensic Psychiatry in Criminal 
Courts was the first of its kind to afford a clear insight 
into the newer methods of dealing with offenders in prison. 
One subject on which he organized a large investigation 
comprehending 4,000 cases was on delinquency among 
adolescents, another theme much to the fore at the pre- 
sent time. He published his results in a book entitled 
The Adolescent Criminal. Many of his most. valuable 
papers have been brought together in his books Medical 
Aspects of Crime and Society and the Criminal: in these 
will be found balanced judgments based on years of 
experience among criminals. His lectures on forensic 
psychiatry at the Maudsley Hospital have always been much 
appreciated by his students. 

Sir Norwood qualified from Guy’s Hospital in 1897 and 
joined the prison service two years later. He served at 
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some of the larger prisons for twenty-five years until pro- 
moted to medical inspector. Later, until his retirement in 
1938, he was medical commissioner of prisons. The early 
days of the war found him back at his old desk for a time 
while his successor in office was seconded to special duty 
elsewhere. His term of office at the Prison Commission 
was marked by many improvements in the service so dear 
to his heart: prison hospitals were modernized, a well- 
equipped surgical unit was opened at Wormwood Scrubs, 
and nursing sisters were introduced for the first time into 
certain prison hospitals. Doctors who have been in the 
prison service will remember how he used to stress the 
importance of a sense of vocation, a sense well displayed in 
all he did and which some could emulate but few could 
equal. 

Looking back on his career—if indeed he is looking back 
on it instead of forward to more years of activity—he may 
well be satisfied with his work, which has been marked 
throughout by adherence to the highest standard of duty, 
alike to a specially difficult and often unresponsive class 
of patients, to a public service which calls for an excep- 
tional sense of vocation, and to scientific truth in a realm 
still far from clear. Among those who will be wishing him 
well on his eightieth birthday will be not a few whose lives 
have been changed as a result of his careful methods of 
approach and his sympathetic understanding. 





Preparations and Appliances 








MODIFICATION OF THE GORDH NEEDLE 


Dr. RussELL M. Davies, consulting anaesthetist, Queen 
Victoria Hospital, East Grinstead, writes: For some years 
it has been a common practice to puncture the rubber 
tubing of a drip apparatus in order to administer doses of 
intravenous drugs. Even in the most efficient organization 
this eventually leads either to the use of tubing already 
punctured or to a heavy ex- 
penditure of tubing. The 
illustrated modification of 
the Gordh needle’ has been 
produced to obviate this. 
The modified Gordh mount 
is fixed between the syringe 
and needle and the latter is introduced into a vein. The 
stopcock is now. turned to the “off” position and the 
apparatus may be used solely as a Gordh needle. Later 
a drip apparatus may be connected to the open end of 
the attachment, which is bell-shaped, with a Record size 
female mount within. An additional advantage is a reduc- 
tion in the number of punctures endured by the patient. 
For his most helpful advice at all stages in the development 
of this apparatus I am indebted to Mr. Woodhall, of Allen 
and Hanburys Ltd., by whom the appliance is marketed and 
to whom I am indebted for the illustration. 








1 Anesthesiology, 1945, 6, 258. 





The Welfare and Health Council of New York City has 
recently received two reports on the extent of alcoholism in 
that city. According to these reports New York has 200,000 
to 300,000 alcoholics “to whom drinking is a compulsive 
illness, progressively impairing health and efficiency ” (New 
York Times, December 1, 1952). Facilities for treatment 
are said to be grossly inadequate, and thousands of 
alcoholics still receive no aid. For every woman alcoholic 
there are six men, and of the men 85% are between 35 
and 55 years old. : 


Reports of Societies 








CHEMOTHERAPY OF TUBERCULOSIS 
[By a SpEcIAL CORRESPONDENT] 


A joint meeting of the Sections of Pathology and Medicine 
of the Royal Society of Medicine was held on December 10, 
at the Society’s house, to discuss the chemotherapy of tuber- 
culosis. The first part of the meeting, from 4.15 p.m. until 
the dinner interval, was mainly devoted to bacteriological 
and special experimental methods of investigating tuber- 
culous infection and the effect of drugs upon it. The second 
part, which took place after dinner, was mainly clinical. 
Sir Howard Florey introduced the first part and Dr. P. 
D’Arcy Hart summed it up. 


Detergents 

For clinicians one of the most fascinating papers in the 
first half of the evening was that by Dr. R. J. W. REEs, 
of the National Institute for Medical Research, on the 
“ Anti-tuberculous activity of certain non-ionic detergents.” 
The main interest of these substances lies not in the results 
produced so far, but in the possibility that a new chemo- 
therapeutic approach to tuberculosis may be opening. Apart 
from the use of calciferol in lupus vulgaris, all anti-tuber- 
culous chemotherapeutic methods depend on the direct 
action of a drug on the bacillus. The substances which this 
speaker described have no in vitro antibacterial effect, and 
therefore, because the standard methods used in the search 
for new therapeutic substances depend on the effect of the 
chemical in inhibiting. the growth of bacteria on a culture 
medium, their activity could not have been indicated by 
these methods. Dr. Rees suggested that the method of 
action of the detergents may be in strengthening the resist- 
ance of the host, although there is no indication yet how 
this is effected, apart from the observation that one group 
of these substances reduced tuberculin sensitivity in guinea- 
pigs to a degree comparable with cortisone. Continued 
effective dosage in experimental animals resulted in liver 
damage, so that the substances used so far have no appli- 
cation in medicine. However, this is only a beginning and 
less toxic preparations are being sought. 


Action of Anti-tuberculous Drugs 

Dr. G. B. MACKANESS’S paper on “ Survival of intra- and 
extra-cellular tubercle bacilli’’ had several features of great 
interest to the clinician. Tubercle bacilli in the interior 
of macrophages are much less easily attacked by strepto- 
mycin than extracellular bacilli. It seems that this drug 
penetrates the cell with difficulty, and must be present in 
considerably higher concentration outside the cell if bacteri- 
cidal levels are to be reached inside it. Isoniazid, on the 
other hand, apparently penetrates cells much more easily 
and is therefore more effective in destroying intracellular 
bacilli, and concentrations of streptomycin in themselves 
ineffective are active in combination with isoniazid. Another 
fact of importance is that both these drugs are bactericidal 
to dividing bacilli and much less effective if the organism 
is in a resting phase. 

Other methods of acquiring basic knowledge about the 
effect of drugs on tuberculous infection were described and 
illustrated by Dr. A. G. SaNpers and Dr. L. F. Dopson 
(“ Observations on tubercles in vivo”) and Professor J. M. 
Rosson (“‘ Experimental investigations in intracorneal infec- 
tions”). Both of these papers were concerned with direct 
observation of the development of tubercles and with the 
effect of chemotherapeutic agents upon them. Professor 
Robson’s experiments use the cornea of a mouse or rabbit, 
and Dr. Sanders and Dr. Dodson use an observation chamber 
inserted into a rabbit’s ear. This is, in effect, a specially 
prepared slide of living tissue which can be observed micro- 
scopically. By a most careful technique tubercle bacilli 
are introduced into the tissue under observation, and the 
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formation and growth of the tubercle are watched and 
photographed. If drugs are administered to the rabbit, 
their effect on the tuberculous infection can be seen and 
recorded in the most detailed and direct way. The effect 
of streptomycin and isoniazid both alone and in combina- 
tion had been studied, and, although no more than tentative 
conclusions were put forward, it did seem that isoniazid is 
more rapidly effective than streptomycin and that in com- 
bination this desirable feature of its action is retained. 


Isoniazid 


Professor R. Knox (“ Isoniazid: in vitro sensitivity and 
resistance ") and Dr. D. A. Mitcuison (“ Isoniazid: in vitro 
sensitivity and chemotherapeutic response ”) were both con- 
cerned with in vitro studies of isoniazid sensitivity. 
Professor Knox demonstrated methods of observing the 
effect of streptomycin and isoniazid on bacterial cultures, 
and referred to the use of the smegma bacillus as the test 
organism. Dr. Mitchison described the methods used in 
determining the degree of sensitivity of tubercle bacilli to 
isoniazid, and its interpretation in chemotherapeutic animal 
experiments. 

The second part of the symposium was opened by Dr. W. 
Fox with a particularly well illustrated account of the 
“Current Medical Research Council trials with isoniazid 
in pulmonary tuberculosis.” He described the method of 
conducting the trial, in which a system of regular monthly 
reports on a large number of cases permits a constant review 
of the results and hence the introduction of new treatments 
from time to time. The results of the first stage of these 
trials were recently published in this Journal (October 4, 
p. 735), and the types of case admitted to the trial were 
described. From the second stage of the trial, which is at 
present being analysed, it will be possible to compare the 
efficacy of isoniazid plus streptomycin given daily, and of 
isoniazid alone, with the standard combination of daily 
streptomycin and p-aminosalicylic acid. The third stage of 
the trial, which is now proceeding, is concentrating on com- 
binations of isoniazid daily with streptomycin (daily or 
twice a week) and with isoniazid and two different doses of 
p-aminosalicylic acid. There was a suggestion in the pre- 
liminary clinical results of the second stage, which Dr. Fox 
described, that the combination of streptomycin 1 g. daily 
with isoniazid 200 mg. daily might prove slightly more effec- 
tive than streptomycin 1 g. daily plus p-aminosalicylic acid 
20 g. daily or than isoniazid 200 mg. daily alone. How- 
ever, the crucial information whether streptomycin and 
isoniazid given together prevent the development of bacterial 
resistance to both drugs is still awaited. Only when this 
information is available can the right place of the com- 
bination of streptomycin plus isoniazid in treatment be 
decided. 

Choice of Antibiotic 

Professor JoHN Crorton (“Chemotherapy in pulmonary 
tuberculosis”) gave a summary of the present situation. 
He reviewed the facts which are established in relation to 
the development of drug resistance, and drew attention to 
the often neglected observation that resistance to p-amino- 
salicylic acid occurs quite frequently. If a patient had been 
treated for a long time with this drug alone and was then 
given streptomycin in addition, there was a considerable 
danger that his tubercle bacilli would become resistant to 
streptomycin. Professor Crofton suggested that this might 
happen even if the organisms were apparently still sensitive 
to p-aminosalicylic acid. Speaking of the toxic effects of 
streptomycin, he referred first to pain at the site of injec- 
tion, an effect often ignored by the doctor but clearly not 
by the patient. He showed from the results of an investi- 
gation carried out in his department in Edinburgh that 
streptomycin sulphate is very much less painful than the 
calcium chloride complex, and made it clear that the use 
of salts other than the sulphate should now be abandoned. 
Moreover, since the relative painlessness of the injection 
was the main point of using dihydrostreptomycin sulphate 
and in view of the possibility of producing deafness with 
this drug, there could now be no reason for using it in 


preference to streptomycin sulphate. He had seen no serious 
toxic effects of isoniazid, which he thought was perhaps 
due to the level of dosage in the Medical Research Council 
trials. This is 200 mg. daily, whereas some of the more 
serious effects, such as paraesthesiae, had occurred at the 
higher dosage levels of 6 to 10 mg. per kilogram of body 
weight. In discussing the various therapeutically effective 
combinations of drugs, Professor Crofton referred to daily 
p-aminosalicylic acid with streptomycin twice weekly as 
being the most widely used and valuable one at the present 
time. He thought that if streptomycin was to be used with 
isoniazid it might prove necessary to return to daily strepto- 
mycin injections in view of the rapidity with which isoniazid 
resistance develops if that drug is used alone. One of the 
most interesting features of his paper was his reference to 
the use of terramycin and to the possibility of using a com- 
bination of terramycin and isoniazid for patients whose 
bacilli have become resistant to streptomycin and p-amino- 
salicylic acid. 

The next speaker was Sir CLEMENT PRICE THOMAS, who 
discussed “The réle of antibiotics in the surgery of pul- 
monary tuberculosis.” One of his most striking statements 
was that the “slipping chronic has now almost disap- 
peared.” That is to say, the use of thoracoplasty in an 
attempt to rescue patients who are going steadily downhill 
is almost entirely a thing of the past. Most patients now 
presented to him were in good general condition, and it 
was remarkable how quickly ill patients could be prepared 
for surgical treatment with the aid of chemotherapy. He 
suggested that, with the combinations of drugs now avail- 
able having eliminated the risks of resistant strains arising, 
in the future the surgery of pulmonary tuberculosis would 
be a matter of dealing with anatomical deformity only, 
the infective process having been completely overcome. 


Tuberculin Therapy 


Dr. Honor V. SmitH (“ Tuberculin in the treatment of 
tuberculous meningitis and other conditions”) described 
how she came to use tuberculin intrathecally in some patients 
whom she was treating with streptomycin for tuberculous 
meningitis. A number of patients who do well at first fail 
to respond and go downhill about the third month of treat- 
ment. In this group the administration of intrathecal tuber- 
culin in addition to the usual treatment might alter the 
course of the illness, and a recovery rate of 59% had been 
achieved in 37 patients of this type who were all regarded 
as having an extremely bad prognosis. Dr. Smith showed 
brain sections which demonstrated the remarkable absence 
of exudate from the meninges surrounding the brain stem 
in patients treated with tuberculin. In concluding her 
paper, Dr. Smith asked what this sort of treatment might 
have to offer to patients with other forms of tuberculosis. 
She had been concerned in the treatment of eleven patients 
with pulmonary tuberculosis who were given tuberculin 
injections as well as orthodox chemotherapy, and suggested 
that the method merited a controlled trial of its value. 


Conclusion 

The symposium was concluded by Sir GEOFFREY 
MARSHALL, who emphasized that the chief problem of the 
chemotherapy of tuberculosis was the overcoming of drug 
resistance. He specifically warned against the use of any 
of the antibacterial drugs alone, for this was likely to lead 
to the production of organisms resistant to that drug. This 
was dangerous not only to the patient but also to others 
whom he might infect. For example, infants had been 
infected with streptomycin-resistant tubercle bacilli and had 
developed tuberculous meningitis which could not be con- 
trolled with streptomycin. He looked forward to a day 
when it would be possible to use chemotherapy freely with- 
out risk of producing resistant strains of bacilli. We should 
then be able to employ this treatment for minimal lesions, 
and kill the infecting agent before it had been rendered 
inaccessible by widespread damage to the local blood 
vessels. 
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Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. 


Abuse of Antibiotics 


Sir,—Those of us who remember that most of our patients 
recovered, even in the days before antibiotics had been heard 
of, will rejoice at Mr. N. C. Lake’s letter (December 13, 
p. 1307) and your leading article (p. 1301) on the same 
subject. Many of us have inveighed against our house- 
surgeons, whose first signature on the prescription sheet is 
at the foot of an “ antibiotic cocktail.” Often its sole effect 
is to produce the evils which you emphasize. I will agree, 
too, that the casualty department in many hospitals is one 
of the worst offenders, and I will assume that Mr. Lake 
refers to the thousands of injections which hunt around for 
quite hypothetical organisms in clean lacerated wounds, 
punctures left after the removal of foreign bodies, and un- 
burst subungual haematomata ; or which are suspected of 
raining down upon the excisions of cysts, inclusion dermoids, 
and ganglia if they are unprotected by “the umbrella.” 
Antibiotics are no justification for a complacent attitude to 
slipshod surgery and dirty habits. 


Nevertheless, those of us who take a particular interest in the 
casualty department of our hospitals cannot well leave his refer- 
ence to them as it stands, for fear of misunderstanding. It must 
not be assumed that Mr. Lake regards all cases coming to the 
casualty department as “ quite trivial,” if ‘“‘ quite trivial” cases 
should be denied penicillin. Restriction in the use of antibiotics 
must not be carried too far. A staphylococcal abscess is not a 
trivial condition, for it may be used as an excuse to stay away 
from work, and, especially if it is in the hand, it may be a valid 
reason for staying away from work. Penicillin, used correctly, 
can reduce the incapacity period from three weeks to just over 
one, and the number of dressing attendances from about twelve 
to about three. Primary suture with first-intention healing of 
abscess cavities cannot safely be undertaken without penicillin, 
and I confess to the use of the term “ umbrella ” myself in this 
connexion. This method of treating abscesses, used with discre- 
tion, is a very important factor in reducing incapacity periods. 
Furthermore, nowadays we are apt to consider the streptococcus 
lightly, but not so many years ago it was our arch-enemy, and 
the use of penicillin (which is preferable to sulphonamides for out- 
patients) has almost eliminated the prolonged and often unsuccess- 
ful in-patient treatment which was required. 

You yourself, Sir, and Mr. Lake rightly emphasize the growing 
population of penicillin-resistant organisms, but what you do not 


point out is that in the casualty departments this incidence is. 


lower, and is increasing more slowly than in the rest of the 
hospital. The staphylococcus coming into the hospital is still 
predominantly sensitive. Only if treatment is prolonged, and 
especially if granulating surfaces are established, does the infecting 
organism become defiant. If the lesions are promptly and properly 
treated with penicillin, and rapidly healed, a casualty department 
can keep itself clear of resistant strains, and indeed it might 
ultimately become the only part of the hospital where penicillin 
is any use. 


I do not need to elaborate what I mean by “the proper 
use of penicillin.” There is enough literature on this subject 
already. Probably Mr. Lake and I would agree on where to 
draw the line between the justifiable and the “ quite trivial,” 
and it would be a pity if his excellent disquisition should 
result in too drastic restriction on the casualty departments. 
From what he and I see of present trends it is most unlikely, 
but this may be because not enough people are prepared to 
listen to either of us. A boil on the buttock may be 
regarded by the casualty officer (though perhaps not by the 
patient) as “ quite trivial,” but, as I think you imply, he will 
employ his penicillin more profitably on it than on straight- 
forward gastrectomy.—I am, etc., 


Sunderland. THOMAS G. LOWDEN. 


Sir,—Mr. Norman Lake’s letter (December 13, p. 1307) 
refers to the “antibiotic umbrella.” His criticism is on the 
ground that an umbrella keeps off the sun. An umbrella 
need not be opened. In a recent examination I was told by 
a candidate that the operation in question should be per- 
formed under cover of a “ barrage of antibiotics.” This 
business of letting the organism have both barrels or throw- 
ing in all the ammunition available adds an increasing terror 
to the use of these new drugs, and consultants are sometimes 
to blame for not being specific in their instructions. Never- 
oe. we have to admit that prevention is better than cure. 
—I am, etc., “ 


London, S.E.19. D. F. ELLIison NAsH. 


Sir,—How timely the admirable letter of Mr. Norman C. 
Lake (December 13, p. 1307) and your leading article 
(p. 1301) may be can be judged from my experience this 
very week. It has been my unfortunate lot to deal with the 
necropsy material of two deaths which may directly or 
indirectly be laid at the doorstep of the use of antibiotics 
for somewhat trivial conditions. The first was a young girl 
of 14 years who last winter was given chloramphenicol for 
an “influenzal” chest condition, and who subsequently 
developed an agranulocytosis and aplastic anaemia, and, 
despite no less than 55 transfusions, developed a severe 
haemorrhagic crisis from which she died. The second was a 
previously normal middle-aged male, who, in contact with 
chicken-pox, appears to have contracted the fever and was 
given chloramphenicol. He also developed severe granulo- 
penia, and died after a brief illness, the necropsy revealing 
a systemic aspergillus infection. 

An old Irish saying is that “the cleaning of windows may 
well be left to God and the rain.” There seems to have 
arisen in this country an inordinate fear of fever, which, 
after all, is Dame Nature’s method of coping with infection, 
whilst many of our newer remedies tend to inhibit that 
shower of leucocytes which we were all taught was the 
natural reaction to microbic disease. My belief and experi- 
ence are that, if in such cases time is allowed for these 
natural phenomena to have their effect before the antibiotics 
and sulphonamides are precipitately used, some of these 
tragedies now being recorded may be averted, and indeed 
their use may prove unnecessary. In the case of the 
bacteriostatic substances the presence then in the circulation 
of naturally formed antibodies would be an added advant- 
age. 

There are undeniable indications for the immediate use of 
the appropriate preparations—for example, meningococcal 
meningitis, whitlow, or puerperal sepsis—but surely this is 
an example of how the art and science of medicine must be 
integrated for the ultimate advantage of both ?—I am, etc., 


Gloucester Epoar N. Davey. 


Sir,—The comments in your leading article (December 13, 
p. 1301) on Mr. Norman C. Lake’s protest (p. 1307) against 
the indiscriminate use of antibiotics deserve the thoughtful 
consideration of all. The criticisms made are completely 
justified and might be extended to include other modern 
expensive therapeutic measures such as the use of sulphon- 
amides, oxygen tents, blood transfusions, and “ drips” 
generally. So far as the antibiotics (or sulphonamides) 
are concerned, in addition-to the two points you empha- 
size there are two other objections to their indiscriminate 
use. One is that when used the patient takes little active 
part in fighting his infection, and instead of building up a 
more or less solid immunity (if only for a limited period) 
he remains sensitive to the infecting organism, or even 
hypersensitive. This fact is often well demonstrated by 
the flaring up of an infection as soon as sulphonamide or 
antibiotic is discontinued. I think that it might still be 
kept in mind that—like the midwife in Tristram Shandy— 
a physician may justifiably acquire no small degree of 
reputation by trusting to the effects of Dame Nature aided 
by a little plain good sense and experience. The other 
objection is, I think, the effect on the physician himself of 
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the indiscriminate use of these compounds. He quickly 
ceases to make any but a most casual effort at clinical 
assessment of the severity of an infection, the infecting 
organism, and the probable outcome of the struggle between 
his patient and the infection; or, in short, to make any 
adjustment of his therapeutic measures to the state of affairs 
as it actually is. This is surely deplorable. 

Oxygen tents, blood transfusions, and other “ drips ” are, 
in general, naturally matters of institutional therapy and 
their unnecessary use is less widespread, but the same 
tendency to indiscriminate use is becoming just as notice- 
able. One sees with a certain amount of surprise child- 
dren with simple bronchitis or whooping-cough, or even 
with rather severe measles, put in oxygen tents. A few 
ounces of blood lost after a tonsillectomy or even after a 
dental extraction is not infrequently felt to demand a blood 
transfusion, and a few loose stools are too often the signal 
calling for the setting up of a drip. All these therapeutic 
rneasures are, of course, often necessary and life-saving, but 
they all involve much expense and are associated with by 
no means negligible risks and (as you say referring to anti- 
biotics) should not be used for trivial conditions. 

Of course there is something to be said on the other side. 
Waiting for a bacteriological report before beginning treat- 
ment may mean waiting too long—especially in private 
practice. In the old days diphtheria antitoxin was not 
withheld whilst waiting for the result of the throat swab. 
Again, the physician still has to think of himself. The 
public now know all about “M &B,” penicillin, oxygen 
tents, etc., and the practitioner is probably wise in some- 
times bearing in mind that a “ penicillin umbrella” may 
serve the double purpose of protecting his own reputation 
as well as his patient’s tissues.—I am, etc., 


Carshalton, Surrey. C. E. THORNTON. 


Sir,—So far I have not noticed mentioned one point that 
to me seems highly important. The early and indiscrim- 
inate use of antibiotics, where the infection is not severe or 
dangerous, must prevent the patient from acquiring even 
some immunity naturally, and so relapse can be more 
frequent and also more dangerous.—I am, etc., 


W. H. PALMER. 


Penzance. 


The Patient Tells His Story 


Sirn,— Your leading article (December 6, p. 1246) is of 
interest to any social practitioner, including doctors, as it is 
another example of a method used for obtaining bits of 
information about an individual who needs medical care or 
who seeks social action. Life insurance companies, personnel 
officers in industry, student health services—for example, at 
Cambridge—income-tax authorities, and other “ handlers of 
people” have found that medical and social questionaries 
are often worth while. In fact, it may be asked why such 
a method is not more widely used by doctors. Perhaps some 
delay is related to the sanctity of the doctor-patient relation- 
ship—about whose emotional aspects some of us are be- 
coming more aware. 

As well as a preliminary collecting of information about 
a person, there is, however, another use for a medical 
questionary. It may be used as a first wide-mesh screen 
on a fairly healthy population, such as students or factory 
workers, to select out cases for the second screen of personal 
interview or examination, say, by a nurse. She may send 
on some cases to a third screening by a doctor who may 
require a fourth examination, perhaps a hospital investiga- 
tion. Such a series of filters is one way of obtaining medical 
information about an “ unknown ” population, and has been 
used in the Manchester Student Health Service for some 
years. It is both more comprehensive and more 
economical than the usual “ routine medical examination ” 
of all entrants to a factory or to a university. The obvious 
difficulty is to try to assess how much is being missed by 
each filter—for example, the epileptic student or driver who 
conceals a history of fits, or the unexpected tuberculous 


haemoptysis in a navvy or rugby blue whose miniature chest 
film showed no absormality 12 weeks previously. First 
checks using smali samples seem to show that very little in 
fact is being missed. Furthermore, the students or workers 
— to prefer it to the usual perfunctory medical inspection. 
—I am, etc., 


Manchester, 13. R. LoGan. 


Post-epileptic Automatism 


Sir,—Dr. Clifford Allen (November 22, p. 1148) invites 
opinions on the reason for behaviour in post-epileptic auto- 
matism. In this state persons are confused and pay little 
attention to their surroundings, and therefore the type of 
behaviour must necessarily conform to previously learned 
patterns of sequential activities (and not ab initio). The 
patterns are formed by actual practice, or more often by 
premeditation, since it is in this way that architects, artists, 
and industrialists achieve their objects, whilst others like 
Ronald True (1922) commit crimes. 

Normally, attention to methods illustrated in the cinema, 
or in books and other kinds of literature, modifies the 
observer's own corresponding patterns of behaviour, which 
are then fixed in the mental compendium as structural alter- 
ations in the brain (Pickworth, F. A., 1952, New Outlook 
on Mental Diseases). The patterns, of course, may never 
be used, but are likely to be evoked by the immediate 
mental content in any dimly conscious state. This is 
evidenced by the first case quoted. 

Of greater importance in this connexion is the fact that 
emotional rather than intellectual stimuli initiate the pre- 
determined patterns of behaviour. This distinguishes the 
two types of behaviour, or its absence, in Dr. Clifford Allen’s 
cases. In dimly conscious states the behaviour most likely 
to appear is that linked with fear (as in abreaction).—I 


am, etc., 


Birmingham. F. A. PICK WORTH. 


The Catheter and the Prostate 


Sir,— Mr. Stephen Power tells us (December 6, p. 1256) 
that the mortality of prostatic surgery has been lowered by 
aseptic prostatectomy. He rightly emphasizes the import- 
ance of the post-operative management and recent advances 
in anaesthesia, but still wants us to believe that catheteriza- 
tion and occasional cystoscopy are preferable to midnight 
operations. The danger of these procedures, especially in 
patients with chronic retention, will be evident from the 


following case reports. 


Case 1—A.B., aged 72, had chronic retention which 
simulated subacute intestinal obstruction. A laparotomy was 
done in a peripheral hospital and a chronically distended bladder 
found, although the patient had passed urine immediately before 
the operation. The bladder was decompressed by catheter drain- 
age and the incision closed. On the first post-operative day urine 
was draining well from the catheter, which was removed. As the 
patient was now unable to pass urine the catheter was reinserted. 
The patient was subsequently transferred with an indwelling 
catheter to the Liverpool Royal Infirmary, where he died in 
uraemic coma. 

Necropsy.—Both kidneys were large and on section showed 
gross suppurative pyelonephritis. Microscopically little paren- 
chyma remained. Both ureters were moderately dilated (about 
0.5 cm.) and were filled with pus. At the point of entry of the 
ureters the bladder showed an acute necrotizing type of cystitis. 
The rest of the bladder was grossly inflamed. The prostate was 
enlarged and showed striking hypertrophy of the middle lobe. 

Remarks.—The organisms in the urine were sensitive to strepto- 
mycin, chloramphenicol, and aureomycin. In spite of adequate 
treatment with antibiotics the infection was not eradicated and 
the patient died from suppurative pyelonephritis. 


Case 2—C.D., aged 70, had chronic retention and diverti- 
cula due to an enlarged prostate. The urinary deposit consisted 
mainly of blood with a few. squamous cells, leucocytes, and a 
small number of coliform bacilli. After a cystoscopic examina- 
tion the blood urea increased from 47 mg.% to 118 mg.%, and 
the patient died on the third day in uraemic coma. 
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Necropsy.—Confirmed the cystoscopic findings. The ureters 
were dilated to a diameter of 15-20 mm. and the kidneys showed 
chronic hydronephrosis and haemorrhages due to pyelonephritis. 

Case 3—E.F., aged 76, had prostatic symptoms for six 
weeks and absolute retention for one day. Blood urea 50 mg.%. 
The bladder was slowly decompressed for 48 hours with an in- 
dwelling catheter. Five days after admission the patient died in 
uraemic coma. 

Necropsy.—Kidneys slightly smaller than normal and the sur- 
face a little granular. There was marked pyelitis in both kidneys 
and the ureters were filled with blood. The bladder was slightly 
thickened and the mucosa showed a heavy haemorrhagic cystitis. 
The prostate was enlarged about 2 in. (5 cm.) in diameter and the 
median lobe projected into the bladder about an inch (2.5 cm.). 
The bladder contained thick haemorrhagic pus and the histological 
findings confirmed the presence of pyelonephritis. 


Economy of space forbids a full report of all patients, 
but the three cases are typical examples of a much larger 
series. It may be pertinent to note that “slow decom- 
pression ” in Case 3 did not prevent fatal renal haemorrhage, 
which is obviously not solely related to rapid decompression. 
Surely there is adequate histological and bacteriological 
evidence that these haemorrhages are due to a virulent renal 
infection which may resolve with the help of antibiotics or 
end in fatal suppurative pyelonephritis (Case 1). 

Acute retention is as much an emergency as acute appendi- 
citis and is eminently suitable for treatment by aseptic pros- 
tatectomy if the patient can co-operate. It is agreed that 
infection follows this operation, but it usually does no 
harm, because the urinary obstruction is removed. In a 
recent follow-up of 55 patients three to four years after 
aseptic prostatectomy 44 had sterile urine, 3 bacilluria, and 
8 pyuria which produced symptoms in 2-3 cases. Only 6 
cases were sterilized by antibiotics—I am, etc., 


Liverpool, 3. R. Marcus. 


Sir,—Mr. Stephen Power's letter (December 6, p. 1256) in 
defence of the catheter is welcome. One may acknowledge 
the importance of asepsis in prostatectomy without abandon- 
ing the pre-operative use of a catheter. It has yet to be 
proved that the infection which develops during a period 
of catheter drainage is due to the introduction of organisms 
at the time the catheter is passed. There are many ways of 
attempting to solve the problem of infection in prostatic 
surgery, and usually several means are used together so that 
it is difficult to know how to apportion the credit for success- 
ful results. For instance, “immediate” prostatectomy has 
only been practised since antibiotics came into use, and it is 
impossible to know whether the antibiotics or the avoidance 
of the catheter have been responsible for the improved results, 
quite apart from other factors involved. On the other hand, 
no series yet published of the results of “ immediate” pro- 
statectomy are as good as the best American figures for 
perurethral resection (in terms of mortality), and of course 
perurethral resection necessarily involves the passage of 
instruments up the urethra. 

No one would deny that the use of an indwelling catheter 
before or after prostatectomy may be followed by compli- 
cations. What we do not know is exactly how these com- 
plications arise. I believe that one factor not sufficiently 
investigated is the chemical composition of the catheter. 
Rubber may contain a great variety of irritant substances, 
and evidence is accumulating that the present prevalence of 
troublesome thrombophlebitis after intravenous infusions is 
due in part to the rubber tubing. May not the difference 
between the British and the American attitude to the 
indwelling catheter be due partly to differences in the type 
of rubber of which the catheters are made? ‘I have seen 
a number of subterminal strictures of the urethra develop 
after retropubic prostatectomy in which a red rubber 
whistle-tip catheter was used, never larger than 22F gauge, 
sometimes smaller if the urethra was narrow. On the other 
hand I can hardly recall one such stricture after perurethral 
resection, in which I almost always use a Foley (latex) 
catheter, usually 22F gauge. Another case has suggested to 
me the possible virulence of rubber. A young boy with 


severe scalds of the abdomen and penis was treated with an. 
indwelling red rubber catheter for less than 48 hours. He 
developed severe encrusted urethritis with secondary stric- 


ture formation. On the other hand I have seen (in America} 


a labourer who had suffered bladder dysfunction following 
abdomino-perineal resection of the rectum, and who returned 
to full work with an indwelling Foley catheter without 


obvious detriment to his urethra. If the advantages of the 


indwelling Foley catheter are to be effectively exploited we 
need to know more about the irritant effects of the type of 
rubber used in catheter manufacture and we need to know 
exactly how infection reaches and settles in the urinary tract. 
—TI am, etc., 


London N.18. B. H. PAGE. 


Iron Therapy 


Sir,—I have read with interest the article on iron therapy 
by Dr. David Haler (December 6, p. 1241), and I should: 
like to raise two points in connexion with his statistical 
treatment of the data obtained. 

In his use of the “coefficient of iron utilization” Dr. 
Haler does not make it clear that this coefficient is indepen- 
dent of the degree of utilization by the body of the irom 
prescribed. It is most simply computed from the formula: 


Duration of therapy (in days) x 3 
Total available iron prescribed (in g.) 


The coefficient is therefore not related per sg to the results. 
of therapy but is inversely proportional to its intensity. In 
consequence Dr. Haler’s comparisons with the coefficients. 
obtained by Staub and Witts are valueless unless their thera- 
peutic results are also compared. It is my opinion that the 
continued use of the “iron utilization coefficient ” will lead’ 
only to further confusion of both the writers of articles. 
and their readers. 

Finally, it should be noted that Table II of Dr. Haler’s. 
article has been incorrectly calculated ; in particular Cases 4, 
7, and 23.—I am, etc., 

Carshalton. 





D. Wise. 


Science and Mankind 


Sir,—I remember the days when a carbuncle was one and 
one experience only in a lifetime. To-day, antibiotics, 
though dramatically curtailing the course of the illness, 
have rendered recurrences extremely common. We observe 
the same phenomenon in acute throat infections—rapid 
recovery, but an exacerbation sometimes as early as three 
weeks after the first attack. A “short cut” to recovery in 
a benign condition would appear to be illogical. Let us 
ponder. Are we not artificially creating strains of bacteria 
of ever-increasing virulence which might conceivably wipe 
out mankind ? For, concurrently with the increasing dead- 
liness of these organisms, we are depriving man of his 
natural powers to destroy the “enemy.” We are relying on 
antibiotics to do the fighting for us at the expense of our 
acquired immunity. Envisaging the remote future, we must 
hope that more and more lethal antibiotics will be dis- 
covered, but does not this process become frightening ? 
Is this a counterpart of our scientific progress which has 
culminated in the production of the atomic and hydrogen 
bombs ? Cannot the remedy for these “cosmic” dangers 
lie in prophylaxis ? Prevention of disease by creating con- 
ditions that enhance health of body and mind, better air, 
better food, more “light,” less speed, etc, and with the 
creation of more and more health there will inevitably 
follow healthier minds, clearer thinking, and more wisdom. 
Our arsenal of A-bombs and antibiotics would no longer be 
necessary. 

That “ diphtheria ” has disappeared because of immuniza- 
tion is a foregone conclusion, but—for there is always a 
“but "—what has happened to the organisms that played 
havoc with our populations in the influenza epidemic of 
1918 ? Our vision both forward and in retrospect is unable 
to penetrate but the thinnest periphery of true knowledge ; 
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we are apt to dissipate our energies in the pursuit ef expedi- 
ency, to remedy immediate symptoms, and to disregard the 
simple fundamental causes. Of what use all our wonderful 
drugs against tuberculosis when the solution of the over- 
crowding problem and that of the already infected and his 
isolation would do infinitely more good ? 

Industrial diseases are bound to increase with the develop- 
ment of methods that make use of more noxious and 
irritant substances, and what of radioactivity and its effect 
on man? I can quite imagine the poor medical student of 
the future almost impotent trying to cope with textbooks 
on radioactive diseases, dermatoses, and volumes and 
volumes on neurosis. And all this monumental knowledge 
for what? Of what eventual benefit to mankind ? What, 
after all, is the purpose in life? Are we not taking the 
wrong turning and forgetting the need to “ become as little 
children "?—I am, etc., 

Barkingside, Essex. J. PAYAn. 


Emphysema 


Sm,—In an otherwise excellent article Dr. A. G. W. 
Whitfield (December 6, p. 1227) reviews the radiological 
diagnosis of emphysema and states that the radiological 
appearances should be widely known and clearly defined. 
Thereafter he reiterates some of the older textbook inaccur- 
acies. It is true, as he says, that “the most reliable radio- 
logical sign of emphysema is depression, flattening, and 
restricted respiratory excursion of the diaphragm” (vide 
Ministry of Health Report Standardization of Radiological 
Terminology in Pulmonary Disease, H.M.S.O., 1952), but 
this sign may be absent unless the emphysema is either 
extensive or confined to the lower lobes. Dr. Whitfield 
affirms that “ hypertranslucency of the lung fields is valuable 
evidence of emphysema. . . .” Hypertranslucency is a trap 
for the unwary, and by itself can rarely be taken as evidence 
of emphysema. A new term introduced by the author is 
that of “increased brilliance of the lung bases.” Like all 
mew terms it should be defined: its meaning is obscure, 
and all that can be gleaned from the context is that it does 
mot mean the same thing as “ hypertranslucency.” 

Dr. Whitfield repeats the old heresy that the heart is small, 
or “drop-like,” in emphysema. Without reference to the 
body type such a statement is both meaninglesss and inac- 
curate. He omits to mention what is probably the second 
most reliable sign of emphysema—namely, the attenuation 
of the vascular pattern (see Westermark, N., 1948, Roentgen 
Studies of the Lungs and Heart, Minnesota). The most 
extraordinary statement in the article, however, is that 
“bullae and cysts . . . tend to obscure the diagnostic issue 
by suggesting the possibility of a tuberculous infection.” If 
this is to be taken to mean that there is a statistically signifi- 
cant coexistence of lung cysts and pulmonary tuberculosis, 
then it would be interesting to have the pertinent references. 

Emphysema presents a difficult radiological problem, and 
Dr. Whitfield has not entirely satisfied his own plea for clear 
definition of the radiological appearances.—I am, etc., 


Sheffield, 10. THomMas LODGE. 


Sir,—I must correct the misrepresentation of my views on 
the use of ephedrine in emphysema given by Dr. A. G. W. 
Whitfield (December 6, p. 1227). I use larger doses than 
those advocated by Whitfield only in patients in whom they 
do not produce distressing side-effects. In fact, the largest 
dose which is tolerated by the individual patient without 
side-effects should be used, and I can recommend this pro- 
cedure to all who are able to free themselves from the 
common yardstick of ephedrine 4-1 gr. (32-65 mg). I 
am restricting my remarks to this point only with regard 
to the value of your space.—I am, etc., 

London, W.C.1. - H. HERXHEIMER. 

Sir,—I read Dr. A. G. W. Whitfield’s paper on emphy- 
sema (December 6, p. 1227) with special interest, as I had, 
by request, just written an elementary paper on the subject 
for some industrial nurses. My one point of criticism is of 


his statement (p. 1231) that “ expectorants . . . should have 
virtually disappeared from hospital therapeutic practice, and 
are probably of no value in the treatment of respiratory 
disease.” If he had said that pharmacologists cannot find 
any reason for their value I might have been more willing 
to agree, though tolu at least has been proved to have some 
effect on bronchial secretion, but there must be few adults 
in this country who have not had reason at some time 
or other to appreciate the relief in cases of cough which can 
be given by mixtures containing ipecacuanha, ammonium 
carbonate, squills, tolu, or, before it became so expensive, 
senega. Whether they cure is a different matter, but no 
careful general practitioner can doubt that in suitable doses 
they ease the patient considerably. And no pharmacologist 
that I know of can explain the soothing effect on the cough 
reflex at night of troch. ipecac. et morph. A few lines 
further on, Dr. Whitfield rightly stresses the danger of 
morphine in status asthmaticus, etc., but he might also have 
said that in general practice it is at times the most valuable 
drug we have for these conditions. Morphine is not simply a 
powerful respiratory depressant. It greatly reduces anxiety, 
distress, and the demands of tissues for oxygen, all of which 
play a part in these conditions. We have to look at the 
whole man and not simply one particular function. What 
is wanted is not wholesale condemnation of expectorants 
or of morphine, but a recognition of when they are safe 
and useful and when they are not. 

I was much interested in his spirometry, but this is not easy 
to apply in practice. I have the feeling that, though holding of 
the breath is a complex phenomenon, it is, by and large, a pretty 
good indication of the respiratory reserve, and I always look 
on a man who cannot hold his breath for long as one unfit 
for heavy work. The fact that it depends to some extent also on 
the patient’s will-power makes it perhaps a more reliable guide 
industrially than scientifically. Am I right? Such a simple 
clinical test could be most valuable. 

I would like to stress that emphysema is not simply, as Dr. 
Whitfield rightly calls it, “ essentially degenerative” but also 
destructive. There is hope that with increasing knowledge of 


- organizers, etc., we may in time be able to reverse processes which 


at present seem irreversible—as, for instance, the effect of an 
extract of fish lens protein on cataract, mentioned in the 
Practitioner (December, 1952, p. 587). But in emphysema we can 
never hope that the alveoli, when once ruptured, can be re-formed. 
The lost oxygenating power has gone for good; and probably, 
when once the process has started, numbers of alveoli are ruptured 
every time the patient coughs. It is this which makes early and 
effective treatment so important, as Dr. Whitfield states, but it 
also means that we should do everything we can to prevent or 
lessen the amount or vigour of coughing, and it is here where 
his despised “‘ expectorants ” can be so valuable, even in hospital. 


Finally, I was delighted to notice how Dr. Whitfield 
stressed the progressive diminution of exercise tolerance. It 
is of the utmost importance in industry to recognize that in 
these patients every sickness absence due to bronchitis, etc., 
means a permanent diminution of the man’s capacity for 
work. In fact, though rheumatic complaints cause an enor- 
mous loss to industry, possibly more men have to retire 
from work prematurely owing to emphysema and its pseudo- 
nyms or sequelae (silicosis, etc., bronchitis, asthma, myo- 
carditis) than from any other cause. I hope Dr. Whitfield’s 
paper will stimulate interest, recognition, and research.— 
I am, etc., 


Winsford, Cheshire. W. N. Leak. 


Chemotherapy of Leprosy 


Sir,—May I refer to the statement of Dr. R. G. Cochrane 
(December 6, p. 1220) in which he gives the primary credit 
for the improvement in the treatment of leprosy in the last 
three or four decades to Mercado (1914) and to Heiser 
(1914), and does me less than justice by only mentioning my 
fourth, and least important, paper of 1921 on my method 
of injecting soluble products of hydnocarpus (chaulmoogra) 
oil, made for me in Calcutta, and thus used, I believe, for 
the first time ? The true facts are concisely recorded in my 
address published in your Journal (1946),’ and very fully in 
my Cameron Prize lecture (1930),’ with 88 references, includ- 
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ing those mentioned by Dr. Cochrane, and also in three 
editions of Leprosy (Rogers and Muir). I need, therefore, 
only point out that Mercado and Heiser only used the very 
painful and inefficient intramuscular injections of the whole 
chaulmoogra oil—as Dr. Heiser, when visiting Calcutta in the 
middle of 1914, admitted in stating that we were up against 
a brick wall as regards the treatment of leprosy, and Dr. 
Wade, in a personal communication—after looking up the 
records at the Culddon leprosy settlement—informed me 
that none of Mercado’s patients were discharged recovered. 

On the other hand, in my first papers on the subject 
(1916)° * I reported the preliminary results of the injection 
of the soluble sodium salts of the lower melting-point fatty 
acids of hydnocarpus oil (not the higher melting-point ones, 
as erroneously stated by Dr. Cochrane in his recent paper), 
and in 1917° I reported on 26 cases with illustrations, with 
50% of the earlier cases cleared up under hydnocarpates. 
Later, as many as 90% of early cases were thus cleared up. 
I then recommended the isolation of only infective advanced 
cases and the hydnocarpate treatment of all early cases 
discovered by my plan of isolating the infective ones, com- 
bined with treatment of all early cases discovered by 
repeated examination over five to ten or more years of all 
those who had been exposed to infection as the earliest 
symptoms appeared. The remarkable results in controlling 
and reducing the incidence of leprosy in Nauru Island, 
Southern Sudan, and South Africa are recorded in Leprosy 
(1946), and have now been confirmed by nearly 20 years of 
large-scale work by Dr. T. F. Davey in South-east Nigeria, 
from which Dr. Cochrane himself has stated after a tour in 
Nigeria that “leprosy as a serious endemic disease has 
ceased to exist.”*—I am, etc., 


Falmouth. LEONARD ROGERS. 
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Investigation of Vaginal Discharge 

Sir,—I would like to point out three omissions from Dr. Ian 
Donald’s otherwise excellent article (December 6, p. 1223). 

First, he makes no mention of Stuart’s transport medium 
for gynaecological swabs. First described in 1946 by R. D. 
Stuart,’ the value of the method has been reiterated by my- 
self.2, Gonococci almost invariably remain alive for at least 
24 hours and Candida albicans for even longer. Trichomonas 
-vaginalis remain mobile for several hours. The use of this 
transport medium is convenient for both the doctor and 
patient, in that swabs need not be examined immediately. 

Secondly, he states that no other genital disease except 
gonorrhoea produces Gram-negative intracellular diplococci 
in smears. Very short coccal forms of coliform bacilli can 
at times simulate gonococci even to the extent of being intra- 
cellular. 

Thirdly, in the investigation of a suspected case of gonor- 
rhoea no mention is made of the absolute necessity for 
carrying out fermentation reactions in the identification of 
Neisseria from urethral or cervical swabs. In the past year 
I have isolated three non-pathogenic Neisseria from such 
swabs, and perusal of the literature shows that my experi- 
ence is not rare.—I am, etc., 


North Ferriby, Yorks. J. G. ALEXANDER. 
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Sir,—On reading Dr. Ian Donald’s interesting article 
(December 6, p. 1223) on “ Aetiology and Investigation of 
Vaginal Discharge,” there are one or two comments that may 
be made from the venereologist’s point of view. Many cases 
of vaginal discharge attend a V.D. clinic directly, and others 
are referred for investigation from gynaecological and ante- 
natal centres which have no subsidiary “ D” clinic. 

On the question of diagnosis of gonorrhoea, it must be 
pointed out that a large percentage of cases with this disease 


(probably about one-quarter) have no signs or symptoms, 
and that the acute infection described in the article is rela- 
tively uncommon. Also, I feel that no case of possible 
gonorrhoea has been fully investigated unless a rectal smear 
has been taken, because some 5% of cases are found positive 
in rectum only. The diagnosis of gonorrhoea by stained 
smears is, I feel, made to sound too easy. In many cases it 
is quite the reverse, especially in female cases, and is a 
matter for the trained expert who is doing this type of work 
constantly. Culture of the gonococcus is also a specialized 
technique with which even the most experienced pathologist 
may at times have difficulty. 

Furthermore, Dr. Donald’s statement as regards other 
“genital diseases producing Gram-negative intracellular 
diplococci ” is too dogmatic. Many observers have reported 
the contrary. With regard to the source of infection in 
trichomonas cases it would seem probable, in view of the 
many different shapes and sizes of trichomonas found, that 
this may vary widely, some cases arising from infection from 
the bowel and others from sources as yet unknown. Tricho- 
monas is still a rare finding in cases of male urethritis. In 
examination for trichomonas infestation, as for monilia, 
examination of a fresh smear under the dark-ground micro- 
scope has proved most valuable in diagnosis, and in my 
opinion a higher percentage of positives is obtained by this. 
method. A 1/6 objective is ample magnification. 

In the miscellaneous group I notice that no mention is. 
made of chemical vaginitis. Many antiseptics, widely adver- 
tised and used for “ personal hygiene,” are corrosive and, 
especially if used in too concentrated a strength, produce an 
intense vulvo-vaginitis. These cases are far from infrequent, 
and the patchy redness of vagina and vulva, often with red- 
ness of the surrounding skin, produces a typical clinical 
picture.—I am, etc., 


Birmingham, GERALD H. KNIGHT. 


Aetiology of Carcinoma of Lung 


Sir,—Professor Bradford Hill and Dr. Richard Doll have 
given us a most comprehensive and satisfying account of 
their further investigation on a much larger scale into the 
aetiology of carcinoma of the lung, which confirms and 
greatly strengthens their previous conclusion that smoking is 
an important factor in the production of cancer of the lung. 
They have again refrained, however, from suggesting a speci- 
fic measure (or measures) to be taken appropriate to their 
findings. Your leading article suggests intensification of the 
search for the carcinogen in tobacco, but it is quite on the 
cards that this may never be found, and, if found, could not 
be eliminated. It seems to me that both the investigators 
and the writer of your leading article have lacked the guts 
to state the obvious and only rational conclusion to be 
drawn from these findings—that tobacco-smoking should be 
prevented completely, and as soon as possible, by us. A 
high proportion of smokers—about a third, I estimate—are 
unable to give up smoking. Is it not our responsibility to 
safeguard these smokers—and indeed all smokers—from 
cancer of the lung? The nation should clearly give up 
smoking forthwith : individuals can do so, so why not 
aggregates of individuals, nations 7?—I am, etc., 


Wallasey, Cheshire. LENNOX JOHNSTON. 


Specialists in Physical Medicine 


Sir,—The correspondence elicited by Lord Horder’s letter 
(November 15, p. 1095) appears somewhat extraordinary. 
I have just returned from Scandinavia, where I have been 
directing a nine-weeks course on the “ Rehabilitation of the 
Adult Disabled ” under the auspices of the United Nations 
and World Health Organization. Wherever we went the 
chief complaint we heard, both from the leaders of the pro- 
fession in the Scandinavian countries and from those parti- 
cipating in this course of study, was of the difficulty that. 
they were facing in tackling the problem of physical dis- 
ability in their own countries owing. to the great shortage 
of specialists in modern physical medicine—a complaint 
usually accompanied by an envious reference to the more 
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favourable position of Great Britain in this respect. In the 
light of that experience the remarks of Sir Max Page 
{November 29, p. 1203) are difficult to follow. Is it not a 
fact that if we are to complete our own rehabilitation 
services, and to counteract the present serious trend towards 
protracted convalescence after illness or accident, we need 
more rather than less physical medicine specialists, and of 
the character so well described in Dr. P. Bauwens’s letter 
{December 13, p. 1307) ?—I am, etc., 


Beckenham, Kent, HAROLD BALME. 


Relief of Post-operative Pain 


Sir,—The relief of pain after operation, particularly opera- 
tion on the upper abdomen, has long been regarded as a 
desideratum. Numerous attempts to obtain prolonged anaes- 
thesia of the abdominal wall have been published, but none 
seems to be so satisfactory as to have become an established 
procedure. The description by Mr. H. L. M. Roualle 
(December 13, p. 1293) of 14 cases treated with the newly 
introduced solution “efocaine” should stimulate further 
interest in this subject. Efocaine was featured at the recent 
London Medical Exhibition, and is stated by its makers to 
offer an entirely new concept in the anaesthetic approach to 
pain control. It depends for its action upon the precipitation 
of microcrystalline procaine base from an unstable saturated 
solution on contact with tissue fluids. 

This principle is not actually a new one. For over a year 
now I have been using a prolonged action anaesthetic of 
this kind, whose action is dependent on the same principle. 
The solution, which was introduced to me by Dr. J. Kohn, 
of the pathological department of Queen Mary’s Hospital, 
Roehampton, was first described in a paper by Rappaport 
as long ago as 1946," and its use in post-operative pain relief 
was the subject of a communication by Winkler in 1951.’ 
It has been used in the orthopaedic department of Queen 
Mary’s Hospital for three years, for the injection of neuro- 
mata in amputation stumps and similar sites (Nitali and 
Kohn, 1950°). The solution consists of 2% benzocaine and 
40% urethane in distilled water. The.rapid absorption of the 
urethane after injection results in deposition of crystalline 
benzocaine in the tissues. The duration of effective anaes- 
thesia is from six days up to several weeks. I have recently 
used this solution for local infiltration of the rectus sheath 
and subcutaneous tissues in a series of 25 consecutive gastrec- 
tomies, and have been impressed by the effectiveness of 
the relief of wound pain in the early post-operative period. 
I propose to use it in future for intercostal nerve block 
rather than for local infiltration, as there is little doubt, as 
Mr. Roualle has also noted, that this is a more effective 
method of anaesthetizing all layers of the abdominal wall. 
The average number of injections of “ omnopon” required 
by these patients in the first 48 hours after operation has been 
approximately half that required by gastrectomy patients in 
my wards before the introduction of this method. A striking 
demonstration of its efficiency was given by two patients in 
whom, owing to difficulty with the duodenal stump, a drain 
was brought out through a stab wound. In each case the 
paramedian wound was infiltrated with the benzocaine solu- 
tion, and the stab was left untreated. Both patients (who 
were ignorant of the procedure adopted) complained of post- 
operative pain in the stab wound in the right flank, and were 
virtually unaware of the presence of the paramedian incision. 
The number of cases is too small as yet for any statistical 
evaluation of any reduction in pulmonary complications 
which may have been achieved 

I think that this solution, which is easily and cheaply 
prepared in any hospital dispensary, or the efocaine now 
being introduced, will be a valuable addition to the methods 
at our disposal for the relief of pain after operations.—I 
am, etc., 

Sidcup, Kent. ALLENSON G. RUTTER. 
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Education of the Epileptic Child 


Sir,—I hesitate to trespass again on your space, but, while 
the differences between Dr. D. G. Kennedy’s (December 6, 
p. 1256) and my points of view (November 15, p. 1097) are 
probably not great in practice, they appear to be of suffi- 
cient importance to the welfare of all handicapped children 
to merit some discussion. 

The most suitable type of school for any handicapped 
child depends upon his educational, psychological, and 
social needs as well as on his medical condition. In a 
world where the social environment in particular is changing, 
the reasons for admission io special schools, particularly to 
boarding-schools, require careful reconsideration from time 
to time. There is a very clear place for the boarding-school 
for epileptics—for the stabilization of therapy, or where co- 
operation from home and school cannot be expected, or 
where fits cannot be controlled, or other reasons—and the 
proposed developments at Lingfield will be very welcome. 
Nevertheless I can see no reason why the public, or at least 
that part of it that comes in contact with an epileptic child, 
should not be educated to appreciate his problems, and so 
to help him to gain his proper place in society. 

For too long we have been able to ignore these social 
problems of the epileptic. I believe that we shall only begin 
to take a balanced view of these problems when more 
children leave school realizing that a fit is not something 
terrifying and supernatural, and that the child who some- 
times has one can yet be a friend and companion, and not 
someone who must automatically be relegated to the society 
of other epileptics. For the epileptic child whose fits are 
well controlled I believe also that it is best for him if he 
can go to an ordinary school and be accepted as part of 
the community with no more restriction than an official 
prohibition on swimming and gymnastics. The attainment 
of these goals depends in each case on a specialized piece 
of health education in a sense that is perhaps more em- 
bracing than the usual concept of health education, but one 
that may well produce considerable and unexpected profit. 
In this connexion the British Epilepsy Association can often 
provide the kind of advice and help that parents and 
teachers require.—I am, etc., 


London, S.E.21. DENIS PirRRIE. 


Danckwerts Award and R.M.B.F. 


Sir,—The distribution of back pay has given a chance to 
medical practitioners to help the Royal Medical Benevolent 
Fund. In fact, this letter was suggested by a writer enclosing” 
a cheque for £50, and several other contributions of a similar 
amount have already been received. 

With the rising cost of living there are many old people 
trying to make ends meet on meagre incomes. The urgent 
need is for increased grants. I appeal to your readers who 
are willing to help this deserving charity to send their 
cheques to the Secretary, Royal Medical Benevolent Fund, 
1, Balliol House, Manor Fields, Putney, London, S.W.15.— 


I am, etc. 
' FRANK JULER, 


Honorary Treasurer, 
Royal Medical Benevolent Fund. 


Self-demand Feeding 


Sir,—I have read with deep concern and apprehension the 
article by Dr. J. D. Hay et al. (November 29, p. 1180) 
on self-demand feeding for infants. Time and money have 
been spent on an experiment in a method of feeding which 
could not, in my opinion, help young mothers in any 
practical way and would impose a great deal of hardship 
on them and their husbands. For what purpose? With 
what results ? I am not impressed with any of those given 
in the article. I have been looking after mothers and babies 
for the past 35 years—first as a nurse, then as a doctor. For 
14 years I have had maternity cases in my own house, and 
over 1,000 babies have been delivered by me and spent the 
nights of their first fortnight of life in my bedroom. By day 
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their cots are beside their mothers’ beds, and they and the 
fathers and other relations are allowed to “cuddle and play 
with them.” We wear no masks and have had no epidemics. 


All our babies are test-fed at each feed from the third day, 
so we know exactly what they are taking when they go home on 
the fourteenth or fifteenth day. Not one baby has gone home 
on the bottle. About 10 have had small complementary feeds, 
and of these several have been fully breast-fed within a week of 
leaving here. Only premature babies have night feeds. Many 
sleep through the night before leaving, and if they sleep on till 
7 a.m. when they go home it does no harm and is a great comfort 
to the rest of the family. The second feed is given at the usual 
time. Normally engorged breasts are easily dealt with, and we 
have had only one breast abscess, which had begun forming 
before delivery and was healed in ten days. We have had no 
cracked nipples for many years. The mothers are taught all 
they need to know, and do everything for their babies befofe 
they go home. \ 

I know that very many of the babies have been fully breast- 
fed to nine or ten months; most of them are fed to seven months 
and very few wean under six months. Several have had nothing 
but breast milk, not even water, until eight months, and these 
children, now up to 10 years old, are remarkably fine and healthy 
children. Several mothers have had four, and many three, 
babies here all breast-fed to nine months. They learn how to 
arrange their days sensibly, keeping to the three- or four-hourly 
routine of feeds, with a certain amount of elasticity with regard 
to their housework and social life. 

How does all this compare with the so-called self-demand 
system ? Whose self is it ? Certainly not the baby’s, unless our 
mothers adopt the Eastern custom and carry their babies slung 
on their backs and hoist them round for a drink whenever they 
demand it, in or out of doors. I have seen very healthy Chinese 
babies fed by this method, but I have seen many more unhealthy 
ones. If the baby is to be fed on demand the mother must 
remain with it. The baby cannot be expected to understand that 
when it cries and gets no food it is because its mother is out 
shopping or gone to the cinema. Most babies on routine four- 
hourly feeds will wake almost by the clock, or if they wake before 
lie happily playing and cooing—one of the pleasantest of sounds 
in the early morning. 


Wherein lies the advantage of the self-demand system ? 
{ fail to see any. It is said to be natural. But at what age 
must a human being born into a civilized community be- 
come unnatural? Regular habits have to be acquired 
sooner or later, so why not from birth? Ideas on infant 
feeding seem to go from one extreme to the other. Lately 
I have seen several cases in which regular and satisfactory 
growth was delayed, or stopped, by the custom which has 
been spreading of missing the 10 p.m. feed altogether from 
about four months. The baby then goes for 12 hours with- 
out food, the breasts have no stimulation, and down goes 
the supply and in goes the bottle. Five-hourly feeds almost 
invariably spell disaster. Can’t we have more common 
sense and less fussing? Certainly in this place a “self- 
demand” system would be impossible, and I can think at 
once of several of our homes where it would disorganize 
and ruin the peace of all concerned.—I am, etc., 


Salisbury. Liman E. TRACEY. 


Sir,—I was most interested to read the report of a self- 
demand feeding trial in a maternity unit by Drs. J. D. Hay, 
P. D. Moss, and M. M. P. Ryan (November 29, p. 1180), 
and also Dr. Ian G. Wickes’s article (p. 1178) which so 
effectively exploded the overfeeding myth: From personal 
experience with my own children, I feel that self-demand 
feeding is probably the method of choice with a first child. 
It requires greater observation and availability from the 
mother, and greater flexibility in the daily timetable. 

Where there are older children to be considered the use 
of unmodified self-demand feeding has great drawbacks. 
It is most important not to create the impression in the 
older children that the new baby has supplanted them and 
monopolized the mother. Therefore I maintain that the 
regular daily routine of these children should be continued 
as far as possible undisturbed, and the baby’s timetable 
should be planned to fit in with it. With observation and 
<ommon sense it should be possible to space the baby’s feeds 


to suit both baby and the rest of the family. I can see no 
objection to night feeds so long as the baby demands them ; 
and it is certainly less disturbing to feed the baby than 
to listen to the general uproar when the baby has roused 
the rest of the family. Personally, I enjoyed having the 
baby to myself for a quiet feed in the night, with no one 
else about to disturb our intimacy. 

With regard to the question of overfeeding, I have never 
known a baby suffer from overfeeding, apart from vomiting 
after forced feeding, provided the feed was approximately 
correct qualitatively. Incidentally, the figure of 50 calories 
per ounce (28.34 g.) on p. 1196 should have been 20 calories 
to the ounce. I feel therefore that the quantity and fre- 
quency of feeding might be left to the discretion of the 
mothers to a greater extent than is at present customary. 
This would leave the medical practitioner more time to deal 
with the qualitative aspects of feeding—including vitamin 
intake and such important matters as vaccination and im- 
munization.—I am, etc., 

Edgware, Middlesex. 


_ Subconvulsive Electrical Stimulation 


Sir,—The results of treating 10 psychoneurotic patients by 
means of subconvulsive electrical stimulation support the 
views expressed in your annotation on this subject (Novem- 
ber 29, p. 1196), and emphasize that much more work needs 
to be done before the effects and usefulness of the method 
can be properly assessed. The effects reported by Drs. A. 
Spencer Paterson and Arthur Conachy in their article (p. 1170) 
led you to conclude that the usefulness of the method 
depended on its capacity to aid abreaction ; and you out- 
lined the well-known pattern of events that has so often 
followed the introduction of any new method of treatment 
whose effects have not been assessed by a thorough and fully 
controlled clinical trial. P 


These ten patients were given subconvulsive electrical stimula- 
tion under thiopentone anaesthesia. Individuals received treat- 
ment once or twice a week, given 2-30 times each over periods of 
2-22 weeks. The technique was similar to that described by 
Paterson and Conachy, but the apparatus used has differed. Four 
instruments were used, all having in common an output of 
electrical impulses whose intensity could be varied. No machine 
was rated to give more than 50 milliamps, and in one the 
maximum was 16 milliamps. The shape, duration, and frequency 
of impulses differed, but the effects of changing these have not 
been assessed. The most constant clinical features seen during the 
125 treatments given to these ten patients were the emotional 
responses occurring after the stimulation had been stopped, or as 
the patient was recovering consciousness, after several minutes’ 
stimulation. These abreactions occurred 80 times altogether and 
occurred with all four instruments. Sixty-four times the weeping 
reaction, described by Paterson and Conachy, predominated. On 
42 occasions abreaction on specific subjects was obtained as well 
or alone. One of the ten cases had no abreaction during any of 
her five treatments. Two patients abreacted as the thiopentone 
injection was begun. 

The results of treatment of this mixed group of psychoneurotic 
patients were assessed two to eight months after the last individual 
treatment in each case. One case is still being treated. Seven 
showed no change, one improved temporarily for a few weeks 
but then resumed her previous state. One severe hypochondriac 
was worse after two treatments. The remaining patient was better 
four months after a course of 14 treatments, given during 16 
weeks. She was a 35-year-old housewife with hysterical de- 
personalization for four years; no improvement had followed 
previous psychotherapy and nitrous oxide and 30% carbon dioxide 
inhalations; electro-convulsive treatment had made her worse; 
and she had not benefited from in-patient treatment in a neurosis 
centre. Subconvulsive electrical stimulation under thiopentone 
anaesthesia was given, together with superficial psychotherapy at 
some sessions, aimed at encouraging abreaction. This was of the 
weeping, non-specific type on most occasions, but specific 
incidents concerning her husband’s and her own _ infidelity 
increased the response on several occasions. Other good results 
have not been conspicuous. Tension was a marked feature of 
nine cases. Some relief occurred temporarily in five of these. 
Two, however, were unchanged and subsequently had leucotomy. 
The course of subconvulsive treatment was started after the 
decision to perform this operation had been made in each case. 
It was hoped that relief of tension might delay or reverse the need 
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for a leucotomy. The most serious harmful effect of the method 
was to produce or increase depression. One case who became 
severely depressed responded to E.C.T., but his main symptoms 
of depersonalization were unchanged. 


These results support the conclusion that subconvulsive 
electrical stimulation is another method of producing abre- 
action. Previous experience has shown that the best results 
following abreaction have occurred in cases of traumatic 
hysteria with good personalities. So far nothing has emerged 
from this study to suggest that a wider group of neuroses 
can be helped.—I am, etc., 


London, S.E.1. E. D. BaRLow. 


Test for Occult Blood 


Sir,—Dr. L. K. Manning (December 13, p. 1308) fears too 
many false positives with “the sensitive Gregersen’s test.” 
In fact, it was to reduce this very possibility that Gregersen 
introduced his test. 

Ogilvie’ showed that with the Gregersen test a blue or 
blue-green colour appearing in 30 seconds is proof positive 
of the presence of occult blood in the stools, irrespective of 
diet.—I am, etc., 

Edinburgh. S. Liretz. 
REFERENCE 


1 British Medical Journal, 1927, 1, 755 


POINTS FROM LETTERS 


Flying Squad Unit for Abortions 


Dr. Epwarp Cope (Birmingham) writes: Dr. Mary A. Foley 
in her letter (November 15, p. 1103) entitled “* Flying Squad Unit 
for Abortions ” suggests that the majority of abortions could be 
treated in the patient’s home. We admit an average of three 
incomplete abortions a day. Under hospital conditions these do 
not occupy a large number of medical man hours. To treat these 
patients at home, however, would require a considerable staff of 
highly qualified doctors who would be fully occupied in driving 
round the city evacuating abortions. I suggest that appointments 
to this staff would be difficult to fill. In addition, a number of 
our patients live with their families in a single room and it would 
only be feasible to use the service during school hours. The real 
place for the flying squad in the treatment of abortions is when 
the patient is bleeding heavily and is therefore unfit to move to 
hospital. 


Lumbar Intervertebral Disk Protrusion 

Dr. R. Barsor (Hoddesdon, Herts) writes: I have been reading 
the letters referring to lumbar disk protrusions with great interest, 
and am glad to see that more and more manipulative treatment 
is mentioned. But should we not, as a profession, be ashamed 
to call it osteopathic treatment ? It is at last being carried out 
by doctors, without anaesthetic, in a scientific form. This is a 
step forward. The reason for this quick method of cure not 
being universally used is that the manipulator finds difficulty (a) in 
making a sufficiently accurate diagnosis, and (5) in discriminating 
between the disk protrusion which is reducible and that which 
is not. In many cases the history tells him, and in the rest a 
careful and thorough examination. It is waste of time, and 
may be harmful, to attempt manipulative reduction of a pulpy 
protrusion, just as it is waste of time to treat a reducible pro- 
trusion of a cartilaginous fragment by conservative methods. 
When the medical profession can get together, and learn to 
examine and treat patients with backache, sciatica, dorsal pain, or 
a stiff neck on the lines carried out at St. Thomas’s Hospital, a 
great service will be done to many sufferers. 


Obstruction of Urethra by Sulphamerazine Crystals 


Dr. Noe, C. SmytH (Dun Laoghaire, Co. Dublin) writes: Dr. 
Leslie Ballon (October 18, p. 882) appears to incriminate ‘* cremo- 
merazine” specifically. I think, therefore, it would be fair and 
interesting to record the following case. I was called to see a 
boy aged 24 years who was suffering from severe measles with 
mild bronchitis. I prescribed 1 g. sulphathiazole four-hourly for 
three doses, then 0.5 g. four-hourly for four doses and a copious 
intake of fluids. The father called the following afternoon and 
told me the child had not passed water since the niorning. I 
prescribed a citrate mixture. The father called again at midnight, 
as the child still had not passed water. On examination I found 
the bladder distended ; the prepuce was very tight and obscured 
the meatus. I felt a nodule in the distal 4 in. (1.3 cm.) of the 


urethra, and I could not pass a probe. The measles, and urgency, 
ruled out removal to hospital, so I circumcised the child. The 
distal 4 in. (1.3 cm.) of the urethra was firmly blocked. with a 
white chalky substance which I removed. Meatotomy was not 
necessary and the child micturated immediately. Unfortunately, 
this foreign body also failed to reach a laboratory, but I assumed 
that it was formed of sulphonamide crystals. 


Dipsomania and the Law 


Dr. Louts SHELDON (London, N.W.10) writes: According to 
Henderson and Gillespie, dipsomania is a state of acute intoxica- 
tion occurring at intervals and is sometimes symptomatic of recur- 
rent attacks of a manic depressive psychosis and sometimes of 
epilepsy. A patient of mine was recently fined 10s. in a police 
court for being drunk and disorderly. I was not called to give 
evidence, but was phoned during the trial to give an opinion. 
I told the police that this patient was a dipsomaniac and that he 
had been in a mental hospital on two occasions for treatment of 
his dipsomania. In spite of this opinion the man was fined and 
then referred with a view to admission to a mental hospital. 
This man is obviously mentally sick during his attack of alcohol- 
ism. Why the charge of drunk and disorderly and the fine ? 
Surely the correct procedure should have been to refer him to a 
mental hospital once diagnosis of dipsomania is established. 


Epidemiology and Weather 

Dr. D. S. Bapenocu (Balloch, by Inverness) writes: Most of 
the infections that trouble us in the British Isles have an incuba- 
tion period which falls conveniently within 14 days. Taking 
the standpoint that we are the incubating hosts, we naturally look 
for some phenomenon which assists or inhibits the activity of 
the infective germs. Some germs prefer to come in the dry 
summer weather, and others, especially the respiratory infection 
class, have a diabolical preference for dry frosty weather. I have 
observed the following factors for many years. Dry weather, if it 
lasts four weeks, brings a mild epidemic: additional weeks of 
drought add in geometric progression to the size of the epidemic, 
so that seven or eight weeks of drought means a national invasion. 
The advent of rain sufficiently heavy to wash the streets immedi- 
ately cuts out the biggest source of infection. Within two weeks 
after the heavy rain there is a marked drop in the number of 
people falling ill. The critical point of the wave varies with 
the incubation period or periods. For the purpose of classifica- 
tion, drizzle and snow are considered as drought with only a 
shade of mitigation. A heavy thaw of snow is like heavy rain. 
Frosty weather is drought of a type that presents a difficult 
problem. I think the profession ought to consider these over- 
looked points in epidemiology. The time is now opportune in 
view of the returning interest in A.R.P. Sanitary engineers may 
use fire-fighting devices to wash the more densely populated areas 
once in three weeks and thus cut out mass infection. 


Overfeeding in Early Infancy 


Dr. Cyrit Josepus (London, S.E.5) writes: What a real delight 
it is to find that there are some people who believe that over- 
feeding virtually does not exist. The disagreement that Dr. Ian G. 
Wickes (November 29, p. 1178) expresses with both the welfare 
clinics and the illustrious Truby King is well deserved and 
long overdue. ... I was once told not to lose heart at my 
inability to convince mothers that overfeeding is a myth. “ After 
all,” said my consoler, “‘ you will take a hundred years to con- 
vince the doctors, and unfortunately that must come first.’’ 


Hypnotherapy for Asthma 


Dr. S. F. Gitpert (Manchester, 2) writes: I have received the 
new issue of Any Questions? which contains an answer on 
“Hypnosis and Asthma” (p. 44). It is obvious that, while the 
answer in question was written with all good intentions, in certain 
respects it was singularly uninformed on this aspect of treatment. 
Mention is made of whether or not the patient learns to relax 
apart from the hypnotic session, when, in fact, the entire basis. 
of the treatment is that relaxation shall be induced and main- 
tained. I have terminated severe attacks of asthma in patients 
by hypnosis when other methods had failed, and by continuation 
of treatment have produced cure in these cases. While I agree 
that such treatment cannot be universal in its application to 
patients, I do assert that it cannot be dismissed lightly or 
questioned by those who do not know, or have no desire to know, 
more of the subject. ... Presumably your expert is only 
conversant with that form of hypnotherapy which applies only to- 
post-hypnotic suggestion, where in actual fact the trained 
“ operator ’’ can use, when necessary, hypno-analysis, relaxation: 
in all its forms, and other phases of hypnotherapy apart fronr 
suggestion, where required for individual treatment. 
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C. H. KELLAWAY, M.D., MS., F.R.C.P., 
F.R.A.C.P., F.R.S. 

Dr. C. H. Kellaway, who had been Director-in-Chief of 
the Wellcome Research Institute since 1944, died at his 
home in Hampstead on December 13 at the age of 63 
years. He was distinguished for his researches in 
pharmacology, anaphylaxis, and immunity. His death 
will be deeply deplored by a wide range of scientific 
workers and medical colleagues and by his many friends 
both in this country and in Australia. 

Charles Halliley Kellaway, who was born in Mel- 
bourne, Australia, on January 16, 1889, was the son of 
the Reverend Charles Kellaway. He was educated at 
the Melbourne Church of 
England Grammar School 
and subsequently at the 
University of Melbourne, 
where he graduated M.B., 
B.S. in 1911. He had an 
outstandingly brilliant uni- 
versity career in which he 
won many exhibitions, in- 
variably topped his year 
and was awarded first- 
class honours in all sub- 
jects. Within three years 
of graduation he had ob- 
tained both his M.D. and 
_ M.S. degrees, and, before 
SM) § joining the Army in 1915, 
[Walter Stoneman, London. had become lecturer in 

surgical anatomy at the 
Adelaide Medical School and acting professor of 
anatomy at the Adelaide University. He became a 
member of the Royal College of Physicians of London 
in 1922. During the 1914-18 war he served first in the 
Middle East and later in France, where he was awarded 
the Military Cross. On his return to Australia in 1919 
he was appointed acting professor of physiology at the 
Adelaide University, where he was a popular teacher. 

In 1920 he returned to England and became Foulerton 
Student of the Royal Society for three years, working 
first at the National Institute of Medical Research, then 
at the Physiology School at Oxford, and finally at 
University College Hospital Medical School. The 
invaluable experience so gained, no less than his out- 
standing ability, technical skill, and drive, secured for 
‘him the post of Director of the Walter and Eliza Hall 
Institute of Research in Pathology at Melbourne when 
this became vacant in 1923 by the resignation of 
Dr. W. S. Patterson. Two years later Kellaway was 
made honorary specialist physician to the Royal Mel- 
bourne Hospital. In addition to his duties as director 
of research, he delivered courses of lectures in physio- 
logy and biochemistry at the physiological school and 
lectured frequently for the Melbourne Postgraduate 
School in Medicine. 

His early researches at the Hall Institute included 
the study of hydatid antigens and the value of the intra- 
dermal tests in diagnosis ; later research was on specific 
localization of streptococci, paths of renal infection, and 
compensatory renal hypertrophy. Kellaway’s work on 
the highly venomous colubrid snakes of Australia was 
outstanding. Using modern techniques, he extended the 





pioneer work of C. J. Martin on the common species ; 
in addition he collected the venoms of a number of 
rarer species never previously investigated and studied 
in much detail their pharmacological properties. He 
demonstrated both the peripheral curare-like action of 
these venoms in mammals and its reversibility, and also 
studied the specificity of active immunity against snake 
venoms. The value of local venesection in the treat- 
ment of snake bite of the limbs and of intravenous 
antivenine against the tiger snake (Notechis scutatus) 
was also demonstrated. From 1929 onwards he pub- 
lished over 40 papers, either alone or in collaboration 
with his colleagues. Both his Mathison Memorial Lec- 
tures (1931) and the Dohme Memorial Lectures at the 
Johns Hopkins University (1936) were on snake venoms. 
Work on the Australian colubrids is by no means free 
from risk, and on one occasion Kellaway was bitten 
when handling a highly venomous tiger snake. A large 
intravenous dose of specific antivenine undoubtedly 
saved his life, but a severe anaphylactic reaction with 
oedema of the glottis followed, and for some hours 
surgeons stood by in case a tracheotomy should prove 
necessary. 

He also studied the venoms of the red-backed spider 
(Latrodectus hasseltii), the funnel-web spider (Atrax 
robustus), the duck-billed platypus (Ornithorhynchus 
anatinus), and the liberation of histamine and its role 
in the symptomatology of bee-venom poisoning. He 
carried out many investigations into the problems of 
anaphylaxis and, immunity. Several of his papers, 
written alone or in collaboration with others, concerned 
the liberation of pharmacologically active substances 
like histamine in various forms of cell injury. He gave 
the Bancroft Memorial Lecture in 1938 on the subject 
of “Cellular Response to Injury.” 

The development of the Walter and Eliza Hall 
Research Institute was Kellaway’s greatest work, and to 
this cherished task he applied himself with unsparing 
devotion and tireless energy. Though he was a keen and 
dedicated laboratory worker, his personal researches, 
however critical or interesting their stage, always took 
second place to the heavy routine of his directorship. 
He laboured unselfishly to bring to realization his 
concept of a great Australian research institution. In 
addition, during his twenty years of directorship he had 
the onerous task of obtaining adequate financial assis- 
tance for the growing Institute. Apart from the generous 
Hall bequest, the continued support received from the 
Commonwealth Government, the Rockefeller Foun- 
dation, the National Health and Medical Research 
Council of Australia, as well as from many private 


donors, was a tribute to the obvious sincerity and pur- _ 


pose of Kellaway’s appeals and to the warmth and 
understanding of his human relationships. The Institute 
was accepted by the people of Melbourne first as a local 
and later as a national asset; by scientific workers it 
came to be regarded as the keystone of medical research 
in Australia. Kellaway’s final task before leaving 
Australia was the transfer of the Hall Institute to new 
buildings at Parkville, Melbourne, where it occupied a 
wing of the Royal Melbourne Hospital and came into 
closer relationship with the Melbourne University. 
During this period Kellaway was elected F.R.C.P. 
(1929), awarded the Walter Parfitt Prize of the Royal 
Society of New South Wales (1932), elected a Foun- 
dation Fellow of the Royal Australasian College of 
Physicians (1938), and made a Fellow of the Royal 
Society (1940). 
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Shortly before the second world war Kellaway was 
appointed Director of Pathology to the Australian Army 
with the rank of colonel., He served in this capacity 
on a part-time basis for the first three years of the war. 
His comprehensive knowledge of Australian laboratory 
personnel and scientific facilities was of the greatest 
value to the rapid development of the investigational 
and diagnostic services needed in the rapid expansion 
of the Australian Forces. From the outset of hostilities 
research in the Walter and Eliza Hall Institute was 
diverted to problems of war importance, such as the 
establishment of a blood-typing service for the Forces, 
the development of blood transfusion and diagnostic 
techniques, the concentration and drying of serum, 
investigations on the ventilation of armed fighting 
vehicles, large-scale influenza’ immunization, as well as 
investigations on scrub typhus, Asiatic schistosomiasis, 
shock, and haemorrhage. In September, 1941, Kellaway 
was sent on a mission to Canada, U.S.A., and Britain 
to arrange more effective liaison between Australian 
scientific workers and those of Allied countries. This 
object was successfully achieved. In 1942 he relin- 
quished his appointment as Director of Pathology at 
Australian Army Headquarters and became scientific 
liaison officer, with the rank of brigadier, on the staff 
of the D.G.M.S. He retained this position along with 
other important scientific posts until his departure for 
London in 1944. His broad scientific knowledge and 
administrative experience, together with his high sense 
of duty and responsibility, made him an invaluable 
scientific adviser throughout the war years. 

In 1944 he succeeded the late Dr. C. M. Wenyon, 
F.R.S., as Director-in-Chief of the research establish- 
ments of the Wellcome Foundation, and left Australia 
never to return. He fostered many outside interests. 
In 1944 he was appointed representative of the Royal 
Society on the Imperial Cancer Research Fund, and in 
1945 a member of the Physiological Subcommittee of 
the Chemical Board, Ministry of Supply. He served 
on the Council of the Royal Society from 1947 to 1949 
and on the Medical Science Advisory Panel set up to 
guide the organizers of the Festival of Britain. __ IIl- 
health overtook him in 1951. Although he well knew 
what lay before him, he courageously continued to work 
with his customary cheerfulness and zest until his 
strength was no longer able to sustain him. To his wife 
and three sons in their great loss is extended the deepest 
sympathy of his many friends.—N. H. F.,E. F.,J.S.K.B. 

We are greatly indebted to Sir HENRY DALE, O.M., for 
the following appreciation: When I first knew Charles 
Kellaway in 1918 he was already 29 years old and a 
major in the Australian A.M.C., though he looked and 
seemed younger, with his high spirits and boyish 
humour. The first world war was nearing its end, and 
Charles, who had done his duty with a gallantry which 
won him the M.C., had taken in the course of it a nasty 
dose of phosgene ; and so, as soon as he was fit to travel, 
he was sent back to England and to my laboratory, then 
in the Lister Institute, with a request that I would give 
him facilities for a research having some bearing on the 
physiological problems of high flying—then still some- 
thing of a novelty. It was very good to have him with 
me then, when the long strain was beginning to slacken, 
and to be free enough to give him a hand with some 
aspects of the experimental research on which he 
embarked. In this he sought to estimate the parts played 
respectively by central nervous excitement with conse- 
quent splanchnic nerve impulses, and by anoxaemia, act- 


ing in either case directly on the liver cells, or indirectly 
through the gush of adrenaline from the suprarenal 
medulla which both evoked, as causes of glycogenolysis 
and hyperglycaemia in the experimental cat and, by 
analogy, in the combatant airman. The results of this, 
his first important effort in research, were published in 
1919 (J. Physiol., vol. 53) ; and, meanwhile, I had come 
to know and to love his sterling qualities as a colleague 
and a friend day by day in the laboratory and during 
a short escape from it together for a first spell of almost 
carefree holiday with my wife and children in Surrey. 
He carried the warm affection of all of us with him 
when he returned to Australia in 1919 as acting pro- 
fessor of physiology at Adelaide. 

Soon, however, he was back in England. Being appointed 
to the Foulerton Research Studentship of the Royal Society 
in 1920, he came again to my laboratory, by then at Hamp- 
stead, and we were able to welcome with him his newly 
wedded wife. On this occasion he stayed in England for 
three years, working for the first of these with me on the 
mechanism of anaphylaxis, and on the relation to it of the 
effects produced by the various artificial ““ anaphylatoxins ” 
(Phil. Trans., 1922). Thereafter he went to work with S. J. 
Cowell in the medical unit at University College Hospital 
and its medical school, under T. R. Elliott, for the second 
year of the studentship ; and then, for a further year, Elliott 
kept him as an assistant on the staff of the medical unit. 
Kellaway and Cowell worked first on a problem left over 
from our studies of anaphylaxis, and then on the respective 
parts played by lack of the cortex and of the medulla in the 
effects of experimentally produced adrenal insufficiencies. 

Kellaway returned to Australia in 1923 as director of the 
Walter and Eliza Hall Institute of Research in Pathology, 
then newly established in association with the Royal Mel- 
bourne Hospital, of which he also became a specialist- 
physician. And there, apart from absences on wartime 
duty, he was to spend the next 21 years and to see the 
Hall Institute, under his wise, enterprising, and generous 
direction, become a widely recognized centre of progressive 
researches in several departments of experimental patho- 
logy. He carried also in that period a substantial burden 
of outside duty to the Australian Government, as a trusted 
adviser on many problems requiring the knowledge and 
the judgment which he could give. He was chairman, for 
example, of a commission appointed in 1928 to investigate 
the disastrous fatalities in a group of schoolchildren at 
Bundaberg, inoculated with material which the commission 
found to have become infected in the course of a faulty 
injection procedure; and the results of that finding were 
later to be given effect in regulations made under our own 
Therapeutic Substances Act. In the time which such duties 
left him for his personal researches Kellaway carried out 
with a series of collaborators important work on the mode 
of action of the venoms of Australian and other snakes. 
In the latter part of that period he was led, by the observa- 
tion of certain similarities, to identify factors common to 
the actions of these and of other protein poisons, such as 
bee-venom and peptones, and to the action of the specific 
antigen in. the anaphylactic response. Among those who 
shared in these studies with him was W. Feldberg, who 
went from my own laboratory to join him in 1935. And 
meanwhile, with Kellaway’s eager support and encourage- 
ment, his colleague and eventual successor F. M. (now Sir 
Macfarlane) Burnet was entering upon the series of 
researches on viruses and the diseases due to them which 
have brought fame to the Hall Institute as a world centre 
also for studies in that field. And it was Kellaway’s 
generous policy which released Burnet for two years, with 
the support of the Rockefeller Foundation, to work with 
the late P. P. Laidlaw and his group at Hampstead on the 
influenza viruses, and thus to create a lasting liaison between 
our own National Institute and the Hall Institute in Mel- 
bourne, to the great benefit of further progress in the know- 
ledge of such infective agents. 
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Kellaway had given part-time service as director of 
hygiene to the Australian Army H.Q. from 1927 to 1931, and 
on the outbreak of war in 1939 he returned to that post 
on a full-time basis. In 1940 he became director of patho- 
logy and made a duty visit to England, via the U.S.A., in 
1941. He was with us in my house at Hampstead on the 
night of December 7 of that year when we heard the B.B.C. 
give the news of the Japanese attack on Pearl Harbour, 
thus creating a new urgency for Kellaway’s return to 
Australia and, at the same time, making it impossible for 
him to get there immediately. From the time of his 
eventual arrival there early in 1942 he held for two years 
a full and exacting responsibility, dealing with the multi- 
plicity of new and practical problems of pathology entailed 
by the war in the Tropics, with its urgent call for enter- 
prise in the promotion of researches and in the prompt 
application of their results. 

In 1944 Kellaway, now a brigadier, with the demand for 
his services to the Army no longer urgent, was able to 
accept an invitation to come again to England, to succeed 
the late C. M. Wenyon as director-in-chief of the research 
department of the Wellcome Foundation Ltd. He came 
first alone, to stay again with my wife and me in our official 
quarters at the Royal Institution through the period of the 
V1 and V2 raids; and he was then joined in London by 
his wife and three sons, two of them to complete their 
studies at Oxford and Cambridge. He found a task worthy 
of all his energies awaiting him in the readjustments and 
new planning required by emergence and recovery from 
war conditions, and he threw himself into it with his 
characteristic gusto. From the outset his genial nature 
and generous understanding put him on the best of terms 
with all his new colleagues, and he seemed to adjust him- 
self with remarkable ease and efficiency to conditions in 
some respects unfamiliar. Administrative activities, to 
procure the conditions and ease the way for the researches 
of his team, while maintaining lively contacts with the 
general scientific world and advising the Foundation on 
all aspects of its scientific policy, soon absorbed all the 
energy he could give. I think that he had hoped, how- 
ever—and I cerfainly had hoped for him—that the pressure 
of such demands on his thoughts and energies would have 
eased after a few years, so that with growing experience he 
might have been able to find a margin of freedom in which 
to resume his own direct activities in research. Too early, 
however, a loss of health began to cast its shadow. Colitis 
plagued him, intractable indeed, but hardly enough, it 
seemed, to account by itself for the rate at which he began 
to lose weight and strength, though he was still doing what 
most men would have regarded as more than a full day’s 
work. His colleagues, whose anxiety for him had grown 
with the evidence of his continued ill-health, had planned 
to send him to Australia, where it was hoped that a long 
rest and the renewal of old contacts, together with a diet 
richer in good proteins, would have put him on the way 
to recovery. Just as all arrangements had been made for 
this, however, he had to go inte hospital for an emergency 
operation ; and he was recovering quickly from this when 
an x-ray examination, made almost as a routine, showed 
a significant shadow in his lung, and thoracotomy then 
revealed an inoperable growth. 


There had always been very much in Charles 
Kellaway’s life and character to evoke a special warmth 
of admiration and affection for him in the wide circle 
of his friends ; but nothing in his whole career had been 
more worthy of this regard than his reaction to the 
tragic discovery. Quickly and quietly he adjusted his 
plans and his thoughts about the future, bravely deter- 
mining that, in whatever span of life there might be 
left to him, he would continue to carry out the duties 
of his position as fully and for as long as the decline 
of his physical vigour might allow. As soon as the 
immediate effects of his last operation had abated, he 
was again daily at his desk, still keen in his interest and 


prompt in his judgments, almost baffling the attempts 
of his colleagues to shield him. His response on the 
telephone had a deceptive strength of tone, and even 
in direct conversation his genial and buoyant humour 
would seem to lift him above the visible effects of his 
illness. He was eager also to keep his enjoyment of the 
country and its quiet pleasures. He had been already 
in early manhood when he first saw an English spring, 
and one of his first reactions to the news of his fate was 
to express a hope that he might live to see the beauty 
of another. He lived, in fact, to see and to enjoy what 
was perhaps the most beautiful that any of us can 
remember ; and a little later he was able to recruit his 
strength for a while by more than one short holiday 
spent in fishing, which had always ranked high among 
his country pleasures. And so, slowly relinquishing 
duties and active pleasures as his reserve of strength 
became less, rousing his energies still to greet his friends 
with the familiar warmth of his interest and affection, 
he went steadfastly forward, with a courage which never 
wavered, to the end which he could see so clearly. 

In his native Australia and in the U.S.A., as well as 
in this country of his more recent adoption, Charles 
Kellaway will be missed by very many, and in many 
ways. The additions which he made to medical know- 
ledge under his own name, substantial though they are. 
may be regarded as only a token of what might have 
been his achievement in this narrower sense if he had 
been able to concentrate more of his thought and atten- 
tion on his own researches. His broad-minded and un- 
selfish impulses, his enthusiasm for the common cause, 
found, however, a natural and, it may be, an even more 
effective outlet in the devotion of a major part of his 
energies and his interests to the provision of oppor- 
tunity and stimulus for the work of others. Such 
generous leadership was a part for which he was 
admirably fitted by a robustly genial personality and by 
a nature which was essentially modest, gentle, and con- 
siderate. He had a host of admiring and devoted friends 
in many walks of life ; and if he had an enemy, or even 
a resentful critic, I. never encountered him. The loss 
which many of us so keenly feel will turn our thoughts 
to his devoted wife and to his three sons, in sympathy 
for their deeper bereavement and their more intimate 


sorrow. 
DAVID. LAWSON, M.D. 


The death took place at his home at Banchory on 
December 10 at the age of 84 of Dr. David Lawson, 
who was best known for his work in developing the 
treatment of pulmonary tuberculosis and for the part 
he played in founding medical institutions of widely 
varying character. 

David Lawson, after graduating M.A. at St. Andrews, 
went to Edinburgh, where he took the M.B., C.M. and 
the Scottish triple qualification in 1895. He proceeded 
M.D. three years later. Contemporaries of his student 
days, while recalling the ease with which he satisfied his 
examiners, remember much more vividly his prowess as 
a rugby and a cricket “blue.” Throughout his long 
life:he preserved the balance between work and play ; 
he was a fair golfer of many theories, a salmon fisher of 
repute, and a keen shot. 

A short spell in general practice, first in Wales and 
then in Somerset, so impressed him with the lack of 
facilities for the treatment of pulmonary tuberculosis 
that at the early age of 32 he embarked on the ambitious 
project of building and equipping a sanatorium on the 
lines of Otto Walther’s Nordrach at Baden, where treat- 
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ment by unrestricted fresh air, graduated exercise, and 
liberal feeding was bringing hope to the gravely ill. 
Nordrach-on-Dee was the result and the sanatorium was 
opened in 1900. It was the first institution of its kind 
in Scotland and almost the first in the United Kingdom. 
During the next 15 years Lawson’s opinion on chest 
conditions was widely sought, but he found time to 
conduct much original investigation on the use of 
x rays in the diagnosis of pulmonary conditions, 
the diagnostic value of accurate temperature records 
and their use in the control of exercise, the value 
of tuberculin in treatment, and the use of opsonic 
indices. This work convinced him of the value of x rays 
and skilled laboratory investigation as adjuncts to 
clinical examination. As a natural consequence he 
decided to set up an institution where those facilities 
would be available to the nursing-home class of patient 
in the same way as they were beginning to be made 
available to patients in the more progressive teaching 
hospitals. For this purpose a long lease was secured of 
Duff House, Banff, and with the help of his relatives and 
friends a company was formed to finance the instal- 
lation of the necessary fittings and equipment and to 
provide the working capital. He was fortunate in 
securing as the first physician in charge Dr. (later Sir) 
Edmund Ivor Spriggs. It soon became evident that Duff 
House would require to be enlarged, but difficulty was 
experienced in obtaining the consent of the owners, with 
the result that the undertaking was removed to Ruthin 
Castle, North Wales. The work which this institution 
alone has done would be an adequate memorial to its 
founder. 

During the war of 1914-18 half the beds in Nordrach 
were given over to Service cases. The demands, how- 
ever, became so pressing that Lawson yielded to requests 
from the War Office, and with the assistance of his 
friends and the Scottish Red Cross Society a second 
sanatorium on Deeside—Tor-na-Cee—was financed and 
organized. To-day both Nordrach—now Glen O’Dee— 
and Tor-na-Dee belong to the Scottish Red Cross and 
remain outside the National Health Service. After the 
war Lawson continued in a directorial capacity his close 
association with the institutions he had founded, but 
that work, together with directorships both at home and 
in Canada, left him no time for the practice of medicine. 
For a time he was chairman of the body set up to 
initiate what has come to be known as the “ Forresterhill 
Scheme,” and which has provided for Aberdeen a new 
teaching hospital, a children’s hospital, and a maternity 
home. He played a conspicuous part in raising the 
money which made the enterprise possible. In later life 
he was attracted by the work being done to compile a 
Scottish National Dictionary, and at the time of his 
death he was chairman of the executive council of the 
association engaged on that project. 

A man of great energy and versatility, Lawson 
approached any project which he considered worthy of 
his support with enthusiasm, courage, and foresight. He 
regarded difficulties as problems to be solved and in no 
way allowed them to deflect him from his objective. He 
was imbued with a compelling personality, a power of 
persuasion, and an infectious optimism, and his courage, 
foresight, and determination were enviable charac- 
teristics. In his personal relationships he had the happy 
aptitude of complete concentration on any conver- 
sation : time appeared to be no object, the point must 
be understood, considered, and the best advice given. 
He never failed to help and encourage those with whom 


he worked or to inspire confidence and hope in his 
patients. Lawson was a staunch supporter of the British 
Medical Association, and, with the exception of the year 
1921, he represented his constituency at all the Annual 
Representative Meetings from 1907 to 1923. He was 
also a member of the Central Council from 1920 to 
1927 ; the Finance Committee, 1920-5 ; and the Scottish 
Committee, 1920-7. For one session (1925-6) he was a 
member of the Journal Committee. When the Associa- 
tion held its Annual Meeting at Aberdeen in 1914 he 
served as a vice-president of the Section of Electro- 
therapeutics and Radiology. 

Two events clouded his later years. His only son, 
Commander Harold Lawson, R.N., went down with the 
Prince of Wales, and four years ago his wife died. Our 
sympathy goes to his daughter, the last remaining 
member of his family. 


H. P. G. BAYON, M.D., Ph.D. 


Mr. HarRo_p Burrows writes: As a past colleague of the 
late Dr. H. P. G. Bayon may I add to the fine appreciation 
of him by Professor Charles Singer which appeared in the 
British Medical Journal of December 6 (p. 1260)? 
Dr. Bayon’s first medical appointment in this country was 
pathologist to the Seamen’s Hospital at Greenwich, which 
had recently been equipped as a postgraduate teaching 
centre. On the afternoon when the choice among several 
candidates was to be made, Dr. Bayon unexpectedly applied. 
He had no references, having only just arrived from abroad. 
But he made a good impression on the selection committee 
and was eventually elected. Thereafter he showed excep- 
tional ability as a hospital pathologist. He had unusual 
powers of observation, and in a paper which appeared in 
the Lancet in 1912 he announced the results of injecting a 
mixture of tar and oil into rabbits’ ears, other rabbits having 
been given oil only. After a few weeks of this treatment 
the rabbits which had received tar, but not those given oil 
alone, showed epithelial proliferation at the site of injec- 
tion, suggesting an early precancerous condition. This 
original observation received little encouragement or 
sympathetic understanding from his colleagues in this 
country and he abandoned the investigation. So it was 
left for the Japanese to produce cancer in the ears of rabbits 
by tar. I have always felt that full justice has never been 
done to Bayon’s pioneering work in this field, and that is 
why I would like to direct attention to it now. 





The many friends of Dr. A. R. PATERSON, of Parkstone, 
Dorset, will have heard with regret of his sudden death 
on November 7 at the age of 81. Archibald Richard 
Paterson was born on July 19, 1871, and was educated 
at Clifton College, Emmanuel College, Cambridge, and at 
St. George’s Hospital, London, qualifying M.R.C.S., 
L.R.C.P. in 1897. He then held resident posts at 
St. George’s Hospital, and in 1898 he took the degrees 
of M.B., B.Chir., proceeding M.D. in 1901, in which year 
he settled in practice at Parkstone. He quickly established 
a reputation for efficiency and kindliness in his daily work, 
and his energy and ability found other outlets, particularly 
in the Territorial Army. In the war of 1914-18 he served 
with the Dorset Regiment from 1914 almost entirely in 
Mesopotamia and India, and was invalided out in 1917. 
After a prolonged convalescence he returned to practice 
at Parkstone, in partnership with Dr. H. P. Barlow, and 
he became physician to the Cornelia Hospital at Poole. 
In 1939 he was looking forward, like so many other older 
practitioners, to a period of less strenuous work and gradu- 
ally diminishing practice until his retirement. The war 
reversed those expectations, for, in the absence of a partner 
and other local colleagues, the demands on him increased 
considerably. This extra work, combined with the strain 
of war conditions, led up to a severe coronary thrombosis 
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in 1947, which caused his retirement. Since that time he 
had been living very quietly at his home in Parkstone. 
Dr. Paterson was an outstanding man and exemplified the 
best standards of general practice. His mind was keen and 
alert, and he kept in touch with all the many changes that 
occurred during his professional life, and he made use of 
them well in advance of many of his colleagues. His energy 
and physical strength were astonishing ; he seemed tireless. 
He was goodness itself to his patients; for whom nothing 
was too much trouble, and his brisk cheeriness endeared 
him to all. Behind and through all that, plain for all to 
see, was the mainspring and stay of his life, his vital 
Christian faith. For him Christianity was not an attrac- 
tive but somewhat nebulous religious theory unrelated to 
the hard facts of daily life, but an intense practical reality. 
To him general practice was the means of showing the 
love of God to man and woman by practical demonstra- 
tion and, when opportunity offered, by discussing it with 
them naturally and fearlessly. Many of his patients and 
others who knew him have cause to thank God that 
Dr. Paterson convinced them of the reality of those things 
which were so vital to him. In 1927 he married Miss 
Gladys Gibson, who survives him with a daughter and a 
son.—R.S.R. and H. M. W. 


Dr. RAYMOND SMITH, who died on November 16 at the 
early age of 45, was a well-known medical practitioner in 
Southport. Born on September 4, 1907, he graduated M.B., 
B.Ch. at Queen’s University, Belfast, in 1931, and, after 
holding a number of resident hospital appointments, entered 
into partnership with Dr. P. Y. Lyle, of Southport, an 
association which was maintained for the rest of his life. 


Mr. Davip RANKINE writes: Dr. Raymond Smith was 
always keenly interested in anaesthetics, and was appointed 
honorary anaesthetist to Southport Infirmary in 1936. 
When the National Health Service came into being his 
services were retained at the hospital, and it was then that 
I came into closest relationship with him, since he adminis- 
tered the majority of the anaesthetics in the ophthalmic unit 
of the infirmary. When I suggested to him that I should 
like to extend the scope of general anaesthesia in ophthal- 
mic surgery, particularly with a view to its use in cataract 
extraction, ‘he readily agreed to take part in the develop- 
ment, and it is largely due to the part which Raymond 
Smith played that the technique which now runs so 
smoothly in the ophthalmic unit was achieved. He and 
I had intended that a paper on this subject should be sub- 
mitied for publication in the British Medical Journal, but 
the illness which led up to his death made it impossible 
for him to proceed with the paper. His influence will be 
much missed in other fields, such as in the local Division 
of the B.M.A., of which he was an enthusiastic member 
and assistant honorary secretary since 1949; in the South- 
port Medical Society, at whose meetings he was a regular 
attender ; and in the Southport Infirmary, where he had been 
honorary secretary of the medical staff committee for nearly 
three years, a post which he still held when illness overtook 
him. He served in the R.A.M.C. throughout the last war, 
having been in the Territorial Army since 1938. During 
the last three years of his service he was With. an anti- 
malarial unit in the Middle East, and his work there was of 
a very high order. By his death we in Southport have lost 
a sound practitioner and a good friend. 


With the death on November 20 of Dr. W. A. BRowne, 
of Bexleyheath, Kent, the people of Bengal and of 
Bangalore have lost a true friend. Walter Albert Browne 
was born on August 6, 1889, and was educated at the 
Royal Military School, Lovedale, and the Madras Medi- 
cal School. After qualifying, he entered the Indian 
Medical Department in 1910. He served in France and 
Mesopotamia during the first world war, and was awarded 
the Meritorious Service Medal, and was twice mentioned 
in dispatches. A widely used trench stretcher was devised 
by him. He later served in the Afghan war. In 1922 he 


was seconded to civil duties in Bengal and held various 
civil surgeoncies and appointments, including many never 
held before or since by any member of his service. He 
was medical superintendent of the Medical School at 
Mymensingh and later at Dacca, Bengal, and will long be 
remembered by his students for his skill, kindliness, and 
tireless efforts on their behalf. During his civil surgeoncies 
he was a pioneer in the. fields of both ophthalmic and 
orthopaedic surgery. He took the M.R.C.S., L.R.C.P. from 
St. Mary’s Hospital in 1925, and became an F.R.C.S.Ed. 
in 1937, being the only man in his service to obtain the 
Edinburgh diploma. He was recalled to military duties in 
1941, and served as surgical specialist in Peshawar, 
N.W.F.P., and was later at Kohima, Assam. It was at 
the latter place that he sustained his first coronary throm- 
bosis, which caused him to be invalided from military duty, 
and he returned voluntarily, at the age of 55, to his civil 
work and to his hundreds of friends of all classes in Bengal. 
He retired in 1946, but his condition did not permit him to 
carry on active professional work after his retirenient, which 
was a great grief to him, but he employed himself in social 
work. It was always the poor and the lonely and the chil- 
dren who were the special objects of his care, and he was 
tireless in their behalf. He will be remembered not only 
as the outstanding member of the I.M.D. but also for his 
great simplicity and kindness of heart. He won the confi- 
dence of and was greatly loved by all with whom he came 
in contact. He is survived by his wife and son, who follows 
his father’s profession.—N. L. M. B. 





Medical Notes in Parliament 








FOUNDRY WORKERS 


On December 12 Miss MARGARET HERBISON moved the 
second reading of the Foundry Workers’ (Health and Safety) 
Bill. She said that in 1945 the then Chief Inspector of 
Factories set up a Committee on safety and health con- 
ditions in foundries, which published its report in 1947. The 
recommendations of the report. had not been implemented to 
the extent which people had a right to expect, though it 
would be wrong to say that nothing had been done. In 
the country some 2,000 foundries employed in 1951 more 
than 145,000 workers. Till 1950 the accident rate had fallen 
among foundry workers, but in 1951 it slightly increased. 
For industry as a whole the accident rate in 1950 was 25 
per 1,000, but among foundry workers it was 75 per 1,000 
in 1950 and 76 per 1,000 in 1951. Old foundry workers 
suffered from pneumoconiosis, for which there was no 
known cure. She desired to see proper bathing facilities for 
the men in every foundry. 

Sir HERBERT WILLIAMS said foundries were dirty places. 
The Bill was not a very good one, and provided no penalties 
for disobeying it. 

Mr. G. NaBarro said Parliament was in arrears in its 
legislative provisions dealing with industrial matters. The 
Coal Mines Act, 1911, urgently needed full revision. The 
Wood-working Machinery Regulations, 1922, were a century 
out of date. 

Persuasion More Flexible 

Mr. H. A. Watkinson, for the Ministry of Labour, said 
there was not a reasonably practical proposal in the Bill 
which could not be covered by regulations under existing 
Factories Acts. The Government had had no great pressure 
from foundry trade unions or the industry for quick action. 


He undertook that, if the Joint Standing Committee said it . 


was desirable that action should be taken quickly, the 
Ministry would make regulations and see they were enacted 
as soon as might be. He suggested that the more flexible 
method for securing improvements in foundries was by per- 
suasion with sanctions in the background. 
The Bill was then read a second time without a division. 
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INDUSTRIAL INJURIES BILL 

The second reading of the National Insurance (Industrial 
Injuries) Bill was moved on December 12 by Mr. Tupor 
Watkins. He said that at present ber:*fit was pavable in 
respect of all persons covered by the industrial iniuries Acts 
who suffered personal injury caused “ by accident arising out 
of and in the course of ” their employment, or who became 
disabled by industrial disease. The Bill proposed that in 
addition benefit should be payable in respect of every person 
in industrial employment “ who suffers personal injury (not 
being injury by accident) caused by exposure to risks in- 
herent in his employment and peculiar to, or characteristic 
of, that employment.” Mr. Watkins cited instances in 
which, since the Act of 1946, cases attributed to employ- 
ment did not satisfy the definition of “accident” in 
Séction I of that Act, and were not included in its 
schedule of prescribed diseases. 

Mr. Haroip Fincu drew attention to other cases where 
benefit was refused on technicalities, and said that if the 
Bill became law such cases could be dealt with more 
expeditiously. 

Mr. JoHN ARBUTHNOT said the wide phrasing of the Bill 
would cause much litigation and would occupy a great deal 
of the time of doctors, of whom the country had not enough 
to cope with diseases. 

Mr. D. J. WitwtaMs said the ravages of dust diseases and 
the treatment of the victims had done much to deter recruit- 
ment into the mining industry in South Wales, and the youth 
of the mining valleys was still reluctant to enter it. 

Mr. Ness Epwarps said the Industrial Commissioners’ 
long series of cases were becoming as bad as the unem- 
ployment umpires’ decisions, and would be used in future 
to deprive people of benefit. The Commissioners were 
prisoners of their own decisions. 

Mr. Davip Tuomas said men who worked all the week 
in the heavily laden atmosphere of certain coal washeries, for 
example, could not, if certified as suffering from pneumo- 
coniosis, get any payment from the Industrial Injuries Fund. 
A man working in a coal washery attached to a colliery got 
benefit if certified, but not one working in a comparable 
plant outside the colliery premises. 

Mr. Tom BRown mentioned Dupuytren’s contracture, and 
hoped that cases of it which hitherto had been denied com- 
pensation would be brought within the Bill. Raynaud's 
disease was also becoming prevalent in mining and in other 
industries. Vibrations of picks worked by compressed air 
had a terrific effect on men’s hands and shoulders. 

Mr. C. J. A. DouGuty objected that the Bill would open 
the door to every man who suffered from a disease and 
thought it could be related to his employment. 

Mr. I. THoMas drew attention to the prevalence of emphy- 
sema among miners, and said it was not certifiable by the 
Silicosis Board. 


Revising Schedule of Diseases 


Dr. BARNET STROSS said that as medical adviser to miners 
in North Staffordshire and to pottery workers in Great 
Britain he had seen over 20,000 cases of men injured at 
work or affected by industrial disease. He wished to see the 
schedule of industrial diseases more liberally interpreted. 
Cadmium poisoning was not scheduled although cases of 
poisoning by cadmium fumes had been described by an 
Inspector of the Ministry of Labour in 1924, and later 
examination had shown that a percentage of workers suffered 
from kidney disease as a result of the work. A number of 
cases would soon be brought to Mr. Turton’s attention of 
persons who had died from inhaling fumes of cadmium. 
Cases of Dupuytren’s contracture were found in the pottery 
industry. Dr. Stross cited one where a man developed it 
in one hand in 1913, and three years ago in the other. In 
neither instance could redress be obtained. 

Mr. R. H. Turton replied to the debate. He said the 
system of scheduling diseases under Section 55 had done 
much for injured workmen. The Industrial Diseases Sub- 
committee of the Industrial Injuries Advisory Council had 


prescribed up to now some 40 diseases. It was not 
necessary that there had to be cases before a disease was 
prescribed. Beryllium poisoning had been prescribed on a 
report that cases had been recorded in the United States. 
When the Ministry prescribed a disease all persons who had 
been in the occupations covered by it since July 5, 1948, 
came within the ambit of the regulation. The Subcommittee 
was at present examining whether the limits in the prescrib- 
ing of pneumoconiosis could be removed. The Subcom- 
mittee was also considering Raynaud’s phenomenon. He 
read a letter received from the Chairman of the Industrial 
Diseases Advisory Council on the subject and published in 
the Official Report of the House. The Bill would make it 
hard to draw a line between sickness benefit and industrial 
injury benefit. A clear dividing line there was vital. The 
best. way to remove borderline cases was by doing more 
under Section 55. There had never been an inquiry to see 
whether Parliament was right to provide only two avenues 
to getting benefit, “ by accident” and by prescribed disease. 
The Minister of National Insurance was prepared to have 
the whole topic examined afresh to see whether the line 
could be drawn differently than in the 1946 Act. He hoped 
the House would have the matter referred to a committee. 
He suggested the Industrial Injuries Advisory Council would 
be appropriate. He suggested that the Bill should be with- 
drawn. 

Mr. RONALD WILLIAMS said the Industrial Injuries Act was 
breaking down. 

Mr. WATKINS withdrew the Bill. 


Protein in Food 


Replying to Dr. BARNET Stross, Major LLoyp GEORGE 
stated that one quart of milk contains slightly less than 40 g. 
of protein ; equivalent quantities are found in six eggs, and, 
if the weights of bone, skin, and shell are excluded, in 
8 to 9 oz. of beef, cod, or herring and in about 13 oz. of 
oysters. 

The London Fog 

Replying to questions on December 18, Mr. IAIN MACLEOD 
stated that the number of deaths from all causes in Greater 
London during the week ending December 13 was 4,703, 
compared with 1,852 in the corresponding week of 1951. 
The number of hospital admissions arranged by the Emer- 
gency Bed Service for the week ending December 12 was 
2,007, compared with 917. The cold weather had already 
caused some increase, but a large part of these increases 
must be attributed to the fog. Special steps were taken to 
secure the admission of all clearly urgent cases, and the 
great majority of applications to the Emergency Bed Ser- 
vice were met. He took the opportunity of paying a tribute 
to the hospitals and the Emergency Bed Service for their 
success in meeting this emergency. 





Cheese.—The annual rate of cheese consumption in the United 
Kingdom was 8.8 Ib. per head pre-war, 10.1 Ib. in 1950, and is 
provisionally forecast to be 7.5 Ib. in 1952. 

Identity Numbers.——The possibility of introducing a single 
identity number for health and other insurance schemes is under 
discussion. : 

Treatment in Switzerland.—Including those now in Switzerland, 
358 tuberculous persons have received treatment abroad under 
the National Health Service Act. No children have been sent. 
Treatment has been made available only in Switzerland. 





The Services 








Surgeon Rear Admiral S. G. Rainsford, D.S.C., R.N., has been 
appointed Honorary Physician to the Queen. 

A Supplement to the London Gazette has announced the 
following awards: 

First Clasp to the Territorial Efficiency Decoration—Major 
(Temporary Lieutenant-Colonel) W. N. S. Donaldson, T.D., 
R.A.M.C, (now S.S.R.C.). 

Territorial Efficiency Decoration—Lieutenant-Colonel N. 
Pyecroft, M.C., R.A.M.C. 
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DEATHS DUE TO BUTAZOLIDIN 


The deaths of two people have been attributed to “ buta- 
zolidin” at recent inquests. Acute ulceration of the 
stomach was found in the first case and agranulocytosis 
in the second. 

The first case was a woman aged 75 who had suffered 
from rheumatoid arthritis for about 20 years. She received 
about 50 tablets of butazolidin, two tablets three times a 
day, before gastric haemorrhage began, and died in hospital 
four days after she had ceased to take them. At an inquest 
held on November 28 and December 3 at Lancaster by 
Mr. C. Bolton, evidence on the post-mortem examination 
was given by Dr. W. K. McGinley, pathologist. He found 
that the stomach was full of blood and that this had origi- 
nated from multiple superficial ulcers, mainly in the fundus. 
The size of the ulcers ranged from 1 cm. to 2 cm. in 
diameter. There was no evidence of chronic ulceration 
or of new growth. The lungs were oedematous and showed 
early bronchopneumonia. Arteries showed atherosclerosis. 
The kidneys were three-quarters normal size, their capsules 
stripped with difficulty, and the outer surface contained 
many superficial cysts; cortices were narrowed but well 


defined, and the arcuate vessels were prominent. In the | 


pathologist’s opinion death was caused by haematemeses 
due to acute ulceration of the stomach due to administra- 
tion of butazolidin. 

The second case was a woman aged 57 who had had 
rheumatoid arthritis for about 18 months. In October she 
was put on butazolidin, receiving one 0.2 g. tablet three 
times a day. The blood count at the beginning showed no 
depression of the white cells. She took 42 tablets, and 
about two weeks after finishing them was given a further 
three weeks’ supply of 63 tablets as well as 21 vitamin-C 
tablets. She took 55 of the butazolidin tablets, and on 
showing signs and symptoms of a severe throat infection 
she was admitted to hospital. She also had a patchy 
erythematous rash on the anterior aspect of both ankles. 
Blood examination showed agranulocytosis, and in spite of 
treatment the patient died. At the inquest held on Decem- 
ber 9 at Cardiff by Mr. G. Tudor evidence on the post- 
mortem examination was given by Dr. J. G. Leopold, 
pathologist. He confirmed the presence of agranulo- 
cytosis, found bronchopneumonia in the lungs, ulceration 
of the tongue, tonsils, pharynx, and larynx, and early 
fibrinous exudate on the pericardium. He concluded that 
death was caused by bronchopneumonia due to agranulo- 
cytosis following butazolidin therapy. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending December 6 


(No. 49) and corresponding week 1951. 

Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 



















































































CASES 1952 1951 
in Countries “gig. 8) 83 ix £ 
and London | £2 at Steet § 3 : 

eg zaleiildlels 

Diphtheria.. «../| 29' 4 6 OF 1 30/ o| 22] of 2 
Dysentery ..  ..| 259 21 69 2 1) 537 43, 47 1) J 
Encephalitis, acute..| 5 1 0 O 6 of 1) of 
Enteric fever: 

Typhoid . a 3 of OF O 1 3-0 @ OA 

Paratyphoid so 4 0 0 0 14, 0} 15) O 

| (B) 

Food-poisoning ss) -s| | O 933 8 | O 
Infective enteritis or 

diarrhoea under 

2 years .. sa 6 13 20, 
Measles* ..  .. |16,207 719 239 24 739 2,343 30 139 130 62 
Meningococcal infec- 

tion. 33, 2) 13] 1| 4f 29) 2 7 3} 1 
Ophthalmia neona- 

torum .. a4. & hs 30) 2, 14 +O 
Pneumoniat iss 719 61 433) 5 2 462 39 169) 4 
a acute: 4s . wl ss 

aralytic as 

Non-paralytic .. i}4 4 i 2 { 16, 5} 7 1 
Puerperalfever§ .. 215 39 8 1 Of 219) 29 16 | 1 
Scarlet fever 2,259 171 314 36 88] 1,561, 129 329 16! 39 
Tuberculosis: 

Respiratory ee 122) 22 123, 30) 

Non-respiratory. . 23 1 15} 2) 





Whooping-cough .. 2,067 104, 99 29 104 | 1,930 61 314 70) 68 






























































SOCIETY OF APOTHECARIES OF LONDON 


The following candidates, having completed the final examination, 
have been granted the Diploma of the Society enabling them 
(upon registration under the Medical Acts) to practise medicine, 
surgery, and midwifery: A. N. Scott, J. E. Portelly, C. J. Cooper, 
S. R. S. Laing, A. K. K. Nyazai, L. A. Nettleton, N. A. Subedar, 
R. B. Roe, J. R. Lawrance-Owen, G. G. Ellis, A. M. Hammerton- 
Fraser, H. W. C. Ward, S. H. Triay, D. P. Adamson, B. K. 
Attlee, A. J. C. Balfour, M. C. Batcheldor, J. M. Berman, I. C. 
Black, A. N. Bradford, J. R. Brown, M. W. Brown, J. S. Bunting, 
W. D. V. Burton, J. K. Butterfield, P. F. Carter Braine, R. A. 
Cawson, A C. M. Codd, A. M. S. Curry, R. Danbury, D. V. 
Duckworth, M: W. D. Hessel, F. Heyworth, A. N. Hill, H. P. H. 
Ivens, P. Knipe, C. S. Koblenzer, R. E. Lovelace, L. J. Marshall, 
M. H. Mercer, L. R. Mundy, B. N. McAdam, I. M. McAndrew, 
A. McKenzie, E. N. McKenzie, J. S. Norell, N. M. Page, 
H. L. M. Partridge, J. H. Peters, E. F. Phillips, N. T. W. 
Pover, J. D. Pryce, T. G. Pugh, D. Ricketts, F. E. N. Roper, 
S. C. C. Scott, S. F. R. Smith, M. Stern, I. McL. Stewart, V. C. 
Storey, W. A. St. John, M. M. M. Tack, R. W. Tooley, A. 
— L. P. D. Tunnadine, K. Valteris, M. S. Wilson, J. R 
oung. 













































































1952 1951 

more towns | a diale le lab lilgl4ls 

gs /$\3|/z2\a|és || 3 z | 
Diphtheria.. ..| | Of 1 0 0 0 0) 0 
Dysentery .. % 0) oN aes 0 0| 
Encephalitis, acute. . } 0 De im ER Pace 
Enteric fever ~~ 0.60 0 0 0 0} 
ee >| | Bas 
2years .... 11} 0} 0 0 9 | K 0 
Influenza .. ie 28; - 2) 4 | 2 4, 1) 0 
Measles... oot 0) it tar” 0) 0 0 
Meningococcal infec- 
tion ee 0 ; | 0 0 
Pneumonia es 303) 45, 3 160 22) a 
Poliomyelitis, acute 3 a. | |-0 3) 0, 0 
Scarlet fever aie 0 _) 0 o: &. 2 
Tuberculosis : Big Sys ase gee 
cn A Fe er 
Whooping-cough .. “oo 71 oO aj oO} oO 
DeathsO-I year ..| 247, 28, 30 | 9] 222 37) 33 7| 25 

Bhan Shas SOE IS 

Petlibirth) — 6,647 945 834 194] 4,591, 720, 577 114, 191 
LIVE BIRTHS .. | | 986 817/ | 440] 6,268|1036| 755| 187) 350 
STILLBIRTHS .._ 173) 15, 27 | 160, 29, 32 | 





* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and infiuenzal pneumonia, 
§ Includes puerperal pyrexia. 
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Infectious Diseases 


During the week ending December 6 in England and 
Wales rises were recorded in the number of notifications 
of measles 1,416, from 14,791 to 16,207; acute pneumonia 
100, from 619 to 719; dysentery 62, from 197 to 259; and 
falls were reported for scarlet fever 140, from 2,399 to 
2,259; and whooping-cough 71, from 2,138 to 2,067. 

The largest increases in the incidence of measles were 
Essex 424, from 1,343 to 1,767; Nottinghamshire 338, from 
499 to 837; Southampton County 125, from 447 to 572; 
and Yorkshire North Riding 113, from 441 to 554. The 
largest fall in the notifications of whooping-cough was 44 
in London, from 148 to 104. The largest decline in scarlet 
fever was 42 in Yorkshire West Riding, from 262 to 218. 
The number of notifications of diphtheria was 29, and was 
9 more than the total of the preceding week. 

58 cases of acute poliomyelitis were notified, and these 
were 8 fewer for paralytic and 11 fewer for non-paralytic 
cases than in the preceding week. The largest returns were 
Yorkshire West Riding 6, Essex 5 (Southend-on-Sea C.B. 
3), and Warwickshire 5. 

The largest centres of dysentery were Yorkshire West 
Riding 64 (Bradford C.B. 35, Rothwell U.D. 13), Kent 42 
(Penge U.D. 39), Lancashire 38 (Blackpool C.B. 17, Liver- 
pool C.B. 10), London 21, Leicester 21 (Leicester C.B. 21), 
and Lincolnshire 18 (Grimsby C.B. 15). 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during the 
nine years 1943-51 are shown thus - - - - - - - , the figures for 
1952 thus . Except for the curves showing notifica- 
tions in 1952, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Quarterly Returns for Scotland 


During the September quarter the birth rate was equiva- 
lent to 17.3 per 1,000 of the population, being 0.3 above 
the rate for the correspOnding quarter of last year but 1.0 
below the average of the five preceding years. The infant 
mortality was 30 per 1,000 registered births, and was 2 less 
than in the preceding September quarter ; the rate was the 
lowest ever recorded for any quarter in Scotland. The 
stillbirth rate was 24 per 1,000 total births, and this rate 
was also the lowest ever recorded in any quarter. The 
general death rate was 10.0 per 1,000, and was 0.2 below 
the rate for the preceding third quarter and 0.3 below the 
five years’ average. 

Only 17 deaths were attributed to the principal infectious 
diseases. These included 7 from influenza and 6 from 
meningococcal infections. In addition to these deaths 4 
were registered from acute poliomyelitis. 241 deaths were 
ascribed to respiratory tuberculosis and 37 to other forms 
of tuberculosis. The death rate for all forms of tubercu- 
losis was 22 and that from respiratory tuberculosis was 
19 per 100,000. These rates were 14 and 10 respectively 
below the rates for the September quarter of 1951 and 32 
and 27 below the average of the five preceding third 
quarters. The death rate from violence was 51 per 100,000, 
compared with 48 for the corresponding quarter of 1951 
and 49 for the average of the third quarters of 1947-51. 
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Medical News 


The Search for New Antibiotics.—At Sir Howard Florey’s 
request bacteriologists at the Institute for Medical Research, 
Kuala Lumpur, have been looking for new antibiotic- 
producing micro-organisms in Malayan soil. During 1951, 
according to the Institute’s recently published annual report, 
18 strains of local streptomyces were found to produce anti- 
biotics which were “decisively” active against staphylo- 
cocci and M. tuberculosis or both, some also being active 
against streptococci, V. cholerae, and shigella organisms. In 
addition five “ wide-range” antibiotic-producing organisms 
were found. Two of the organisms were of unusual interest. 
One of the strains of Streptomyces, producing a wide- 
range” antibiotic, was isolated from the gut of a white 
ant. It was also active against a quick growing filamentous 
fungus. It is suggested that this antibiotic may serve to 
keep the ants’ subterranean fungus gardens free from un- 
wanted bacteria and filamentous fungi. The second, a spor- 
ing bacillus from a wasp’s nest, showed a remarkable pro- 
liferative activity in competition with pathogenic bacteria. 
All these organisms have been sent to England for testing 
at the Medical Research Council’s antibiotics research station 
at Clevedon, Somerset. 


Eradication of Malaria in Cyprus.—The Government of 








Cyprus announced last month that no new case of malaria . 


had been reported there since the completion of the success- 
ful campaign to rid the island of anopheline mosquitoes 
three years ago (see British Medical Journal, 1949, 1, 119). 
When the campaign began in 1946 there were 18,000 cases 
of malaria annually in Cyprus according to official figures. 
The eradication measures, which cost under £300,000 (or 
13s. per head of population) and took three years to com- 
plete, consisted chiefly in an attack on the breeding-places 
of the vector anopheline mosquitoes with insecticides and 
larvicides. Insecticidal smokes and sprays were also used 
to deal with mosquitoes in houses. All ships and aircraft 
arriving at the island now undergo routine antimalarial 
spraying to prevent reintroduction of the disease. 


National Film Theatre.—The Telecinema, the 400-seater 
cinema on the South Bank Festival Site, has now been 
adapted for more permanent use and reopened as the 
National Film Theatre. Admission is virtually limited to 
members and associates of the British Film Institute, but 
B.M.A. members may become free associate members of 
the Institute by virtue of the fact that the Association, 
through its Film Library, is an industrial member of the 


Institute. Asseciate members, on payment of the normal 


prices of admission, which range from 2s. in the stalls to 
7s. 6d. in the loggias (circle and loggia seats are bookable), 
may attend all performances at the National Film Theatre 
with the exception of those on “ Members’ Night ” (Thurs- 
day). The series of programmes on Sunday, Monday, 
Tuesday, and Wednesday evenings is entitled “ World 
Cinema,” and is intended to show the best that the cinema 
has produced in its first half-century, whereas the Friday 
evening series is called “Fifty Years of Film,” and is 
designed to illustrate the history of the cinema. Any 
B.M.A. members who are interested should write for the 
necessary application form to the Secretary, B.M.A. House, 
Tavistock Square, London, W.C.1. 


Proctoscopy and Sigmoidoscopy.—A recent addition to 
the B.M.A. Film Library is the film “ Sigmoid, Rectum, 
and Anal Canal, Endoscopic Views,” which has been kindly 
presented by the committee on medical motion pictures of 
the American Medical Association. It is a silent film in 
colour, running for 30 minutes, The technical difficulties 
of endoscopic photography are well known, but in this film 
they have been very largely overcome and a very high 
standard of achievement attained. To obtain full value 
from the film an experienced speaker is required. The film 
can be hired from the B.M.A. Film Library on application 
to the Secretary. 


Medical Artists’ Association.—The board of examiners of 
the Medical Artists’ Association will meet during the first. 
week of February to consider work submitted for member- 
ship of the association. All work should reach Miss Audrey 
Arnott, The Rotunda, The Radcliffe Infirmary, Oxford, not 
later than January 31, 1953. Application forms may be ob- 
tained from the hon. assistant secretary, Miss Mary Hawker, 
Snowdrop Cottage, Lindfield, Haywards Heath, Sussex. 


Bequests.—Mrs. Edith Abbott, of Tunbridge Wells, left 
£500 to the governors of Guy’s Hospital, London, for their 
general fund and £1,000 to form a fund in memory of her 
husband’s mother, Jane Artzen Abbott, by whose name the 
fund should be called, to be used for the assistance of 
students of Guy’s Hospital who, having commenced their 
training, might be obliged to abandon their studies because 
of the death of their father or some other circumstance 
which raises unforeseen financial difficulty for them. 

Emergency Bed Service: Applications and Admissions.— 
During the seven days ending December 18 the number of 
applications made by doctors to the London Emergency 
Bed Service for admission of patients was 1,820, of whom 
87.85% were admitted. 


Dr. M. J. Bhutta, the first Principal and Medical Super- 
intendent of the new Nishtar Medical College and Hospital 
at Multan, Pakistan, is visiting the United Kingdom for six. 
weeks in December and January under the auspices of the 
British Council and the Punjab Government. 


COMING EVENTS 


British Association of Physical Medicine—The 1953 
annual meeting of the British Association of Physical Medi- 
cine will be held in London on April 17-18. A full pro- 
gramme will be available in March, but members wishing 
to present a paper are asked to submit the title, with a 
brief abstract, by December 31, 1952, to the secretary of 
the association, 45, Lincoln’s Inn Fields, London, W.C.2. 


Society for the Study of Orthodontics.—There will be a 
meeting of the Society on February 9, 1953, at 7.30 p.m. at 
26, Portland Place, London, W.1, when Dr. H. R. E. Wallis. 
will read a paper entitled “The Medical Aspects of Mal- 
occlusion.” All medical men will be welcome at the 
meeting. 

Course in Physical Medicine.—A week-end course in 
physical medicine, organized by the British Association of 
Physical Medicine, will be held in London on January 31 
and February 1. The fee for the course is two guineas. 
Further details may be obtained from the honorary secre- 
tary, British Association of Physical Medicine, 45, Lincoln’s 
Inn Fields, London, W.C.2. 


Society for the Study of Fertility—The Fourth Annual 
Conference of the society will be held in the University 
of Liverpool on July 7 and 8, 1953. Further particulars. 
may be obtained from the hon. secretary, Dr. G. I. M. 
Swyer, University College Obstetric Hospital, Huntley 
Street, London, W.C.1. 


Conference on Static Electrification—The Institute of 
Physics has arranged a conference on static electrification 
which will be held from March 25 to 27, 1953. Those who 
require further particulars or who wish to present a paper 
should communicate with the Conference Secretary, Mr. N. 
Clarke, The Institute of Physics, 47, Belgrave Square, 
London, S8.W.1i. 

World Congress on Fertility—-The First World Congress 
on Fertility and Sterility will be held at the Henry Hudson 
Hotel, New York City, from May 25 to 31, 1953. The con- 
gress, which is sponsored by the International Fertility Asso- 
ciation with the co-operation of the American Society for 
the Study of Sterility, will include scientific sessions cover- 
ing every aspect of the subject, open discussions, and motion 
pictures. Those wishing to attend are advised to write as 
soon as possible to the Chairman of the Local Arrangements 
Committee, 1160, Fifth Avenue, New York 29, U.S.A., for 
advance registration. 
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NEW ISSUES 


Archives of Disease in Childhood.—The next issue (Vol. 27, 
No. 136) will be available in a week’s time. The contents include : 


Two Cases oF CYTOMEGALIC INCLUSION ENCEPHALITIS. A. M. G. Campbell, 
Joan Guy, and W. Grey Walter. 
FAMILIAL HagMopHAGOCcYTIC RETICULOSIS. James W. Farquhar and Albert 
E. Claireaux. 

Tue CompazatTive EFFICIENCY OF VARIOUS TECHNIQUES FOR THE DIAGNOSIS 
or THREADWORM INFESTATION. J. M, Watson and R. MacKeith. 
Gastric Cysts OF THE MEDIASTINUM, WITH REPORT OF TWO . oe 

Audrey Matheson, Gordon Cruickshank, and W. J. Matheso 
Torat DRAINAGE OF THE PULMONARY VEINS INTO THE RIGHT nan. 
S. T. Winter, E. N. Ehrenfeld, and J. Feldman. 
Tue INCIDENCE AND NATURE OF INTRACRANIAL CALCIFICATIONS FOLLOWING 
Lous MENINGITIS. John Lorber. 
Paticve FrRacrure OF THE FIBULA IN CMILDHOOD. Alan L. Griffiths. 
‘DEGENERATIVE CHANGES IN THE LeFT Lose OF THE LIVER IN THE NEWBORN. 


Ichn L. Emery. 
% as ~Y or UNCERTAIN ORIGIN IN You: INFANTS. %. S. B. Wood and 
oy Astley. 
Tm < Ce Seowet HEALTH, AND Foop or «4 Siwot@ INFANT. Nancy B. Bransby 
anc @. R. Bransby 


SUMOTHORAR AND PULMONARY INTERSTITIAL. EMPHYSES (if tis Nevaorn, 
N. E. France, I. Gordon, and F. M. ane. 


An UnusuaL Case OF NEONATAL Urabmia. W. A. B. Campbell are? loan 
S. Dales. 
Sexuat Precociry mm a Boy aftt.. MEASLES 22 PHALO“ Ys: i 2'>. 2. Apley. 


Issued six times 2 year; annual subscription £% 2s., single Lopy 
12s. 6d. 


Thorax.-—The next issue (Vol. 7, No. 4) will be available in a 
week’s time. The contents include: 


bas: § Sines PROPERTIES OF NORMAL LUNGS REMOVED AFTER DEATH. 
Mcllro 

A POST-MORTEM "grupr OF THE VISCO-ELASTIC PROPERTIES OF NORMAL LUNGS. 
M. B. Mcliroy and R. V. Christie. 

A PosT-MORTEM STUDY OF THE VISCO-ELASTIC PROPERTIES OF THE LUNGS IN 
EMPHYSEMA. M B. Mclilroy and R. V. Christie. s 

EmMBRYOMA OF LUNG. W. G. Barnard. 

IDIOPATHIC PULMONARY HAEMOSIDEROSIS. G. B. Tait and M. Corridan. 

A Survey or 501 Cases OF BRONCHOGENIC CarciNnoMaA. A. J. Lea. 

A FurtTHer Report ON LUNG RESECTION FOR PULMONARY TUBERCULOSIS. 

J. Bickford, F. Ronald Edwards, J. R. Esplen, J. G. Gifford, and 

QO. F. Thomas. 

BRONCHO-PULMONARY ASPERGILLOSIS. A REVIEW AND A REPORT OF EIGHT 
New Cases. K. F. W. Hinson, A. J. Moon, and N. S. Plummer. 
Some OBSERVATIONS ON THE HISTORICAL APPRECIATION, PATHOLOGICAL 
DEVELOPMENT, AND BEHAVIOUR OF ROUND TusBERCULOUS FocI. W. M. 

Macleod and A. Tait Smith. 


Issued quarterly; annual subscription £2 2s., 
12s. 6d 

These journals are obtainable from the Publishing Manager, 
B.M.A. House, Tavistock Square, London, W.C.1. 


single copy 


SOCIETIES AND LECTURES 


Details in this column are necessarily brief. Further information and 
tickets where required (marked @) should be obtained from the institution 


concerned. 


Friday, January 2 

@iInstiTuTe oF DermMaToLocy.—S.30 p.m., Dr. A. D. Porter: Disorders of 
the Skin Affecting the Hair Follicles. é 

Roya Eye HospitaL.—5.30 p.m., Mr. Howard Reed: Visual Fields. 


Saturday, January 3 
MIDLAND TUBERCULOSIS SocieTy.—At Chest Clinic, 151, Great Charles 
Street, Birmingham, Professor J. W. Crofton: Chemotherapy of 


Tuberculosis. 





APPOINTMENTS 


Davipson-Lams, W., M.B., Ch.B., D.P.H., Divisional Medical Officer 
and Medical Officer of Health, East Gloucestershire United Districts. 

East ANGLIAN REGIONAL HospitaL Boarp.—H. B. N. Jennings, M.D., 
D.P.M., D.Obst.R.C.0O.G., Consultant Psychiatrist, St. Andrew’s Mental 
Hospital, Norwich; R. C. MacGillivray, M.B., Ch.B., F.R.F.P.S,, D.P.M., 
Assistant Psychiatrist, Little Plumstead Mental Deficiency Colony, Norwich ; 
W. T. Miller, M.B., Ch.B., Medical Registrar, Nayland Sanatorium, near 
Colchester; J. G. O'Sullivan, M.B., B.Ch., M.R.C.O.G., Registrar in 
Obstetrics and Gynaecology, East Suffolk and Ipswich Area; J. H. 
Jennings, M.B., Ch.B., Surgical Registrar, West Suffolk General Hospital ; 
E. P. Abson, M.B., Ch.B., D.Obst.R.C.O.G., Surgical Registrar, United 
Norwich Hospitals ; J. S. J Morley, M.R.C.S., L.R.C.P., Surgical Registrar, 
‘Norfolk and Norwich Hospital. 

Hatumay, R., M.B., D.P.M., Physician to Crease Clinic of Psychological 
Medicine, Essondale, British Columbia, Canada. 

MANCHESTER REGIONAL Hospirat Boarp.—J. Ainsworth, M.B., Ch.B., 
M.Rad., D.M.R.D., Consultant Radiologist in Charge of Diagnostic 
Radiology Services, West. Manchester Hospitals ; W. M. L. Turner, M.D.. 
MRCP. D.L.O., D.C.H., Consultant Paediatrician to Burnley and 
District Hospitals. 

NORTH-EAST METROPOLITAN REGIONAL Hospitat BoarD'—The following 
Consultant appointments are announced: Hilda M. S. Davidson, M.B., B.S., 
D.P.M., Part-time Psychiatrist, Ilford Child Guidance Clinic; J. E. G. 
Vincenzi, M.R.C.S., ey D.P.M., Part-time Psychiatrist, Chelmsford 
‘Child Guidance Clinic; D . Lloyd-Davies, F.R.C.S.Ed., D.L.O., Part- 
time Ear, Nose, and ‘Throat Queen Mary’s Hospital, | "R.A. 
Burn, F.R.C.S., D.O.M.S., Part-time Ophthalmic Surgeon, East Ham 


Memorial Hospital; H. T. Halper, M.R.C.S., L.R.C.P., D.M.R.E., Part- 
time Radiologist, South-east Essex Group of a 
Hospital; A. I. D. Prentice, wes B.Chir., Full-time Pathologist, Black 


Physician, Metropolitan Hospital : a 4 
Physician, Enfield War Memorial Hospital ; H. "Kopelman, M.D., M.R.C.P., 
D.A., Part-time Physician, St. Margaret’s "Hospital, Epping ; G. M. Lunn, 
M.Chir., F.R.C.S., Part-time Surgeon, St. Leonard’s and St. Matthew's 
Hospitals; R. E. Kelly, M.D., M.R.C.P., Part-time Neurologist, Prince 
of Wales’s General Hospital ; Margaret M. G. Joad, M.R.C.S., L.R.C.P., 
D.A.; Part-time Anaesthetist, St. Mary’s Hospital, Plaistow; A. S. 
Crawford, M.D., D.A., Part-time Anaesthetist, Harold Wood and Brent- 
wood Mental Hospitals. 

Parry, WiLFrID H., M.B., Ch.B,, D.P.H., M.R.San.I., Assistant Medical 
Officer of Health and Assistant School Medical Officer, County Borough of 
Birkenhead. 

SOUTH-WESTERN REGIONAL HospiTtaL Boarp.—J. R. Bolton, M.D., 
M.R.C.P., Consultant Physician, with a main interest in geriatrics, to 
Bath Clinical Area; J. G. Dumoulin, M.D., M.R.C.O.G., Consultant 
Obstetrician and Gynaecologist to Plymouth Clinical Area; N. Noble, 
F.R.C.S.Ed., M.R.C.O.G., Senior Registrar in Obstetrics and Gynaecology 
to Plymouth Clinical Area ; Lisa E. Mandelbaum, M.B., Ch.B., M.R.C.P., 
D.C.H., Senior Registrar in Diseases of the Chest, Bristol Clinical Area ; 
E, G. W. Cross, M.R.C.S., es D.P.M. Dm ID, Senior Psychiatric 
Registrar, Bristol Mental Hospitals ; ; S. Prus, M Assistant Psychiatrist, 
St. Lawrence’s Hospital, Bodmin ; e E. Boy M.B., Ch.B., ae 4 
Medical Superintendent, Tehidy Chest Hospital, Camborne ; R. 
Richardson, M.R.C.S., L.R.C.P., Medical Registrar, St. Martin's’ Hospital, 
Rath: P ©. McGwinn, M.B., B.Ch., D.A., Anaesthetic Registrar, Frenchay 
Hospital, @ristol; L. J. Bussell, D.M., MR.C.P., Senior Medical Registrar 
to Plymouth Clinical Area; R. L. Ray, M.B., B.S., Assistant Chest 
Physicias to West Cornwall Clinical Area; D. L. Green, M.B., B.S., 
F.R.C.S., Surgical Registrar, Cheltenham General Hospital; Frances 
Minogue, .4.B., B.Ch., Senior Hospital Medical Officer, Royal Western 
Counties Institution, Staccross. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Lauckner.—On December 12, 1952, at Ibadan, to Helena (formerly Taylor), 
wife of Dr 3. R. Lauckner, University College, Ibadan, Nigeria, a son. 

O’Brien.—On December 9, 1952. to Ailsa (formerly Craig), M.B., B.Chir., 
and Richard O’Brien, of Wakefield, Yorks, a daughter—Alison Semple. 

Richards.—On November 16, 1952, at the Queen Elizabeth Hospitai, 
Birmingham, to Dr. Mary Elizabeth (formerly Tighe), wife of Dr. D. G. 
Richards, 4 scn. 


MARRIAGES 


Horseman—Lenton.—On October 10, 1952, at Surrey Chapel, Norwich, 
Dr. George Eric Horseman, of ** Westwood,’’ Balmoral Gardens, Whitley 
Bay, Northumberland, to Kathleen Lenton, S.R.N., R.F.N., of Poring- 
land, Norfoik. 

Macdonald—Davies.—On October 18, 1952, at Bolney, Sussex, Duncan 
Donald Macdonald, M.B, B.Ch., to Rosemary Ann Davies. 


DEATHS 


Avery.—On December 7, 1952, John Stanley Avery, M.B., B.S., of ** San- 
creed,’’ Caterham Valley, Surrey, aged 71. 

Barbour.—On December 8, 1952, at Orchard Dene, Morden, Kent, Gavin 
Barbour, M.B., Ch.B., late of Dulwich Village, London, S.E., aged 80. 
Bodman.—On December *, a? at Meadowbank, Addlestone, Surrey, 

Richard David Bodman, M.P., Ch.B., aged 43. 

Brewer.—On November 30, 1952, at Rockingham Rectory, Market Har- 
borough, Leics, Dunstan Brewer, M.R.C.S., L.R.C.P., D.P.H. 

Burbridge.—On December 5, 1952. at the Radcliffe Hospital, Oxford, 
Henry Charles Burbridge, L.R.C.P.&S.L&L.M., aged 72. 

Cliff.—On December 3, 1952, Frank Storey Cliff, M.D., M.R.C.P., of 
** Daylesford,”” 29, Morecambe Road, Morecambe, Lancs, aged 46. 

Cran.—On November 19, 1952, at Nottingham, Alexander Henderson 
Cran, M.B., . aged 77. 

Day.—On December 9. 1957, at 39, Hans Place, London, S.W., Bernard 
Day, M.D., M.R.C.P., formerly of Kuala Lumpur. 

Evans.—On December 11, 1952, at 155, Hertford Road, Edmonton, 
London, N., Charles Josep: Evans, L.R.C.P.&S.Ed., L.R.F.P.S., aged 85. 

FitzGibbon.—On December 1, 1952, at his home, 9, St. James’s Terrace, 
Clonskeagh, Dublin, Gibbon FitzGibbon, M.D., M.Ch., F.R.C.P.L., 
F.R.C.0O.G., aged 75. 

Hamilton.—On December 7, 1952, at 41, Poolstock, Wigan, Lancs, John 
Sneddon Hamilton, M.B., Ch.B., aged 45. 

Hartley.—On December 6, 1952, at the home of his son, Huggins Cottage, 
— Road, Headington, Oxford, Harold Hartley, M.D., F.R.C.S., 
aged 79. 

Keates.—On December 13, 1952, at 65, Burbage Road, London, S.E., 
Henry Crewe Keates, M.D., Lieutenant-Colonel, I.M.S., retired, aged 75. 

Knowles.—On December 9, 1952, at Crieff, Perthshire, Kate Knowles, 
M.B., B.S., formerly of Australia, and the Station Hotel, Perth. 

Ledgerwood.—On December 6, 1952, at 235, Sussex Gardens, London, W., 
Mary Hill Ledgerwood, M.B., B.Ch 

Main.—On December 4, 1952, at Edinburgh, David William Main, M.B., 
Ch.B.,; late of Bollington, Cheshire. 

Mooney.—On December 6, 1952, at ‘* Merivale,’”’ Yelverton, Devon, 
Alexander Craig Mooney, M.B., Ch.B., D.M.R.E., F.F.R., aged 62. 

Murray-Shirreff.—On November 25, 1952, at his home, Barn Close, Lam- 
bridge, Bath, Graham Murray-Shirreff, M.R.C.S., L.R.C.P., aged 58. 

December 7. 19.2, at Dumfries, Gavin Ernest Ord, O.B.E., 
M. B., Ch.B., of Richmond, Yorks. 

December 8, 1952, at 81, Bell Vue Road, Shrewsbury, John 
George Glynn Pigott, O.B.E., L.R.C.P.&S.1L&L.M., LP. 

Stainthorpe.—On December 7, 1952, at Sunnyfield "House, Guisborough, 
Yorks, Wiiliam Waters Stainthorpe, M.D., J.P. 

-—On Decemter 8, 1952, at 25, Fonthill Terrace, Aberdeen, 
Agnes Valentine Baxter Thomson, M.B., Ch.B., aged 72. 

Watson.—On December 6, 1952, George Trustram bg ad ee M.B., 
F.R.C.S., of 75, Mount Ephraim, Tunbridge Wells, 

Wells.—On December 6, 1952, at his home, The Moorings, ri Meliden Road, 
Prestatyn, North Wales, John Wells, M.R.C.S., L.R.C.P., aged 76. 
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Any Questions ? 








Correspondents should give their names and addresses (not 
for publication) and include all relevani details in their 
questions, which should be typed. We publish here a selec- 
tion of those questions and answers which seem to be of 
general interest. 


Mulled Claret and Punch 


Q.—Do hot alcoholic drinks, such as punch and mulled 
claret, “ go to the head” more quickly than chilled bever- 
ages of equal alcoholic content ? 


A.—The rate of absorption of alcohol from the ali- 
mentary tract is governed by many factors—e.g., its con- 
centration in the fluid ingested and the simultaneous taking 
of food. At least a fifth of a given dose is absorbed from 
the stomach, and anything which increases the gastric blood 
flow will tend te increase the speed of absorption. It is 
believed that the carbon dioxide in sparkling wines acts in 
this way. It is therefore very probable that hot alcoholic 
drinks, especially if like mulled claret they contain spices, 
will act more quickly than chilled beverages of equal 
alcoholic content. It is improbable that precise observa- 
tions have ever been carried out. To prove the point it 
would first be necessary to determine blood alcohol curves 
for several persons after drinking iced spirits and water. 
At a subsequent session the observations would be repeated 
with hot drinks of the same alcoholic concentration. 


Kissing Under the Mistletoe 


Q.—What is the origin and meaning of the custom of 
kissing under the mistletoe, and what are its medical 
hazards ? 


A.—({1) From time immemorial the mistletoe has been 
an object of superstitious veneration in Europe,’ notably, as 
testified by Pliny, among the Druids in Gaul and the ancient 
Italians. The plant has chiefly been prized for its healing 
virtues, being variously thought a cure for epilepsy, ulcers, 
or barrenness in women and cattle; in fact, among Swiss 
peasants mistletoe was, and possibly still is, regarded as a 
panacea for all diseases, at least of children. In other 
parts of the world mistletoe was recommended as a useful 
fire-extinguisher, a master-key to open all locks, and a 
lightning conductor. 

The reasons for the association of mistletoe with 
Christmas are obscure, especially as the main Druidical 
festival at which mistletoe was gathered was on Midsummer 
Eve or Midsummer Day. However, in Wales and the North 
of England it was customary to give a branch of mistletoe 
to the first cow to calve after New Year’s Day, to bring 
good luck or, better still, to avert the horrid effects of 
witchcraft. Perhaps this explains the use of mistletoe at 
Christmas-time. One thing, however, is certain: all cults 
of the mistletoe insisted that the mistletoe lost its virtue if 
allowed to touch the ground. No doubt that is why we 
still hang our bunch of mistletoe from the lintel. 

It seems, then, that those who kiss under the mistletoe 
may do so for many reasons, perhaps just for “ good luck,” 
perhaps, like the ancients, to promote fertility. 

(2) The hazards of kissing depend very much on its tech- 
nique. The dutiful or chaste kiss, involving application of 
the lips to the forehead or a central or lateral part of the 
cheek, may result in contamination of the lips by bacteria 
causing dermatitis or furuncles in this area, but in the 
presence of these lesions the inducement to the operation 
itself is so much diminished that the question is scarcely 
worth considering. The full-blooded passionate kiss, in 
which lips are applied to lips with a varying degree of pres- 
sure and lasting for a very variable length of time, neces- 
sarily involves some exchange of salivary bacteria between 
the two persons concerned. How far this involves a risk of 





1 a, J. G. (1933). The Golden Bough (abridged edition). Macmillan, 
ndon. 


transmitting throat infections it is difficult to say, since there 


appear to be no studies of the proportions of faucial bacteria 
found in the flora of the anterior part of the mouth. 
Possibly the incidental, although pleasurably less important, 
contact between noses is of almost equal if not greater 
importance in this cornexion. 

The risks of kissing, although admittedly serious, can be 
much exaggerated, and in connexion with some infections 
they are probably little greater than those of lesser degrees 
of proximity to the infected person. Many bacteria and 
viruses expelled into the air even by ordinary speech have 
considerable powers of survival, and one need only be 
talked at, without being kissed, to acquire them. It is of 
course worse to be sneezed or coughed at, and the prob- 
ability is, although there are no experimental data on this 
point, that a kiss would be preferable to either of these 
experiences. 

On the other hand, certain very delicate micro-organisms 
are unlike!y to be transmitted indirectly, and can certainly 
be transmitted directly, notably those of Vincent’s infec- 
tion and syphilis. In order to avoid either of these it is 
advisable to know something about the person to be kissed. 
In the Christmas family party it may be assumed that you 
do, and this discordant and unpleasant note is introduced 
only for the sake of scientific completeness. 


Imported Canned Meat and Botulism 


Q.—What are the risks of food-poisoning (particularly 
botulism) from imported canned meat? Will any treat- 
ment of the meat in the home, such as in a pressure-cooker, 
eliminate serious risk ? 


A.—There are no recorded incidents in this country of 
botulism from imported canned meat. Other types of 
bacterial food-pvisoning are occasionally traced to the 
contents of freshly opened cans, but more often the meats 
are contaminated after removal from the tin. The heat 
treatment of meat in a pressure-cooker will destroy all 
vegetative forms of bacteria and their toxins; it may not, 
depending on the time-temperature relationship, destroy all 
spores. 

Meats eaten hot from a pressure-cooker are likely to be 
completely safe, but if allowed to cool slowly and stored at 
atmospheric temperature there may still be danger from the 
survival and germination of spores. 


Holly and Mistletoe Berries 


Q.—Are the berries of holly and mistletoe poisonous ? 
If so, what treatment is advised for children and animais 
that eat them? 


A.—Neither the berries of hollies nor those of mistletoe 
are likely to have a serious poisonous effect. Holly berries, 
if taken in considerable numbers, are likely to be emetic and 
purgative. If the vomiting is severe, the best treatment 
would be to wash out the stomach. Though there is a 
considerable volume of literature about the pharmacological 
action of mistletoe, this concerns the extract which is made 
from the leaves, and there is no evidence that the actual 
berries themselves are poisonous. Any active principle 
which the berries may contain is almost certainly in the 
seeds and not in the pulp, and unless the seeds were 
thoroughly masticated, which is unlikely, as the berries are 
not especially savoury, it is most improbable that any harm 
would result from a child swallowing a few berries. 


Acute Poisoning in Children 


Q.—A doctor who is far away from hospital aid from 
time to time encounters cases of acute poisoning in chil- 
dren due to their swallowing some unsuitable substance, 
such as paraffin. What is the best emetic to use? Is 
apomorphine safe for children, and, if so, in what dosage ? 
There are often serious practical difficulties in passing a 
stomach tube and washing out the stomach. 


A.—An emetic should not be used, and gastric lavage 
outside hospital should not be tried in a child with paraffin 
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p lconing. The great danger of paraffin poisoning is 
inhalation into the lungs, and anything which may cause 
this should be avoided. The amount of paraffin a 
poisoned child may have in his stomach is most unlikely 
to endanger his life, but a teaspoonful in the lungs may be 
fatal. Neither gastric lavage nor emesis should be attempted 
in comatose patients, convulsing patients, or in those who 
have taken strong acid or alkali. 

There is no really satisfactory “all-purpose” emetic. 
Common salt or mustard (two tablespoonfuls or one table- 
spoonful, respectively, to a glass of warm, not hot, water) 
are as good as any. Copper sulphate is probably unobtain- 
able in an emergency, tartar emetic is dangerous, and the 
action of ipecacuanha is too slow. Tickling the back of the 
throat alone or after giving salt and water should be tried, 
and in this respect a “failed gastric lavage” may be of 
value. Apomorphine is rather tincertain in its action in 
children, and may fail to cause vomiting while at the same 
time increasing the intensity of toxic depression. It is par- 
ticularly likely to do this in children who show, or may 
be going to show, shock or depression (e.g., after poison- 
ing by ferrous sulphate or by sedatives), and in such cases 
it should not be used. Otherwise apomorphine could be 
used (1/60 gr.—I mg.—subcutaneously in a toddler), but 
it has not found much favour in this country. If one injec- 
tion of apomorphine fails, it should not be repeated. 

Gastric lavage presents problems. It is a frightening 
procedure for a child, is very difficult if no medical help 
is at hand, and is not always effective in its object. Never- 
theless, children may refuse to take oral emetics and apo- 
morphine may be contraindicated, and in these numerous 
cases gastric lavage should be attempted. The child should 
be restrained with an encircling, tightly drawn sheet or 
blanket, and the tube is probably best passed through the 
nose. A catheter with extra holes cut can be used. It is 
advisable to wash with 20 to 40 ml. at a time, and a large 
syringe may help if the tube tends to block. If large quanti- 
ties of water are used, the effect may be to drive the stomach 
contents into the intestine, which is undesirable except in 
cases of ferrous sulphate poisoning. Even a “ successful” 
gastric lavage should not be allowed to give the practi- 
tioner a feeling of security. In a child who is already 
severely ill it may be better to send him straight to hos- 
pital for supportive therapy instead of spending time on 
gastric lavage. 


Christmas Purgation 

Q.—Should children—and adults—have a purgative after 
their Christmas dinner ? 

A.—For children the answer is emphatically no. 

With adults the answer is slightly different. By the time 
adult life has been reached people should have learnt to 
control their own bowel habits, with or without the use of 
purgatives. If a grown man has found that purgation after 
a heavy meal prevents unpleasant consequerices, he should 
be encouraged to continue with this habit, but on the strict 
understanding that he does not inflict his whim on others. 


Going Home After the Party 


Q.—Does going out into the cold potentiate the effects 
of alcohol? If so, by what mechanism? 


A.—There is no experimental evidence showing that 
exposure to cold increases the effects of alcohol. But it 
is not uncommon to obtain a history of a sudden increase 
of symptoms on going from a hot to a cold environment. 
Thus, the driver of a car who has been drinking may ex- 
perience nausea on getting out of his car into the cold 
atmosphere outside, may vomit, and then develop symptoms 
so striking as to attract the attention of the police. It is 
not easy to explain this effect. It may be connected with 
a redistribution of blood. Alcohol causes vasodilatation of 
the vessels of the skin, and when an individual who has 
ingested alcohol is exposed to cold for any length of time 
the internal body temperature falls. This would tend to 


depress the central nervous system and add to the somno- 
lence produced by alcohol. Alcohol is undoubtedly danger- 
ous to those who are liable to be exposed to severe cold, 
and this is well known to Alpine guides and Arctic 
explorers. 


Risks of Handling Radioactive Isotopes 
Q.—What are the risks to nurses and doctors during the 
handling of radioactive isotopes for clinical use ? 


A.—The risk diminishes in proportion to the care taken 
in handling the radioactive material and should become 
negligible if the precautions recommended by the Medical 
Research Council and other bodies interested in the pro- 
tection of workers are adopted (see Introductory Manual 
on the Control of Health Hazards from Radioactive 
Materials). These recommendations are stringent and call 
for constant vigilance, but the experience of well-run 
establishments in which these recommendations are carried 
out shows that the hazard is indeed negligible. 


NOTES AND COMMENTS 


Disinfecting the Band.—Mr. T. Pearston (Joint Principal, the 
College of Piping, Glasgow) writes: I read with interest the 
answer to a correspondent’s query on how to sterilize a set of 
bagpipes (“‘ Any Questions ? ” October 4, p. 789). The methods 
suggested to disinfect the various parts of this instrument are not 
entirely satisfactory and I am prompted to give the following 
technique used by the College of Piping. 

Method: Ribbons, cords, and cloth bag cover can be sterilized 
by boiling. All parts of the bagpipe are taken to pieces and 
the thread used to render the joints airtight is cut away and 
burned. Attempts to sterilize the sheepskin bag by boiling or 
chemical disinfection are unsatisfactory; it should simply be 
burned. The leather valve in the blow-pipe and all reeds are 
burned. Sterilization of the wooden parts presents a more diffi- 
cult problem as immersion in severe disinfectants such as lysol 
blackens the ivory and attacks the wood. It is desirable to sterilize 
the wooden parts in as rapid a manner as possible, as immersion 
in liquids for any length of time may warp the wood on drying. 
As noted, the most pathogenic organism likely to be associated 
with the bagpipe is the tubercle bacillus, and the destruction of 
this organism is the principal aim. Contamination would prob- 
ably be from flecks of sputum blown on to the blow-pipe and 
other parts, and if disinfection is to be adequate the procedure 
would be to ensure that all traces of contaminating material are 
completely removed by thoroughly washing with soap and water, 
incorporating 5% “ dettol.” With the thorough removal of gross 
contamination, rapid disinfection with 5% dettol in methy- 
Jated spirit would be possible and immersion for five minutes 
would be sufficient. After washing away the dettol from all 
parts, the instrument is dried with a clean cloth. New thread is 
wound round the joints, a new valve is connected, a new pipe bag 
is tied in, and new reeds inserted. The above method has been 
found satisfactory and does not damage wood, ivory, or silver. 
Certain types of varnish may be affected by the spirit, but re- 
varnishing can be done at a low cost. In the case of plastic 
mouthpieces and mountings, these should not be immersed for 
longer than the five minutes sufficient: for disinfection. 


Correction.—It is regretted that the word “ linguets” was 
printed recently in the Journal (December 13, p. 1289) without the 
usual inverted commas to indicate that it is a registered trade 
mark. 

** Any Questions ? * Book: Second Series.—This is now avail- 


able, price 7s. 6d. (postage 6d. extra), from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1. 
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A.C.T.H. and cortisone, unresponsiveness to, 554 
Alcohol and road safety, 276 
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on toxicity, 12 
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~~ claret and , intoxicating effects, 


Allergy: Progression of hep fixer to asthma, 624 
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Antihistamine po ig, antidotes, 889 

Aortic incompetence in marathon runner, 349 
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Ascariasis in pregnancy, treatment of, 789 

** Asthma of the — 1164 

Asthmatic localities, 8 
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$23 
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— ill effects of prolonged administration, 733 
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Besnier’s prurigo, 5 

Birth control by beneetation, 453 
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rying during sleep, 
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Defaecation: Failure of bowel training, 1 1269 
**De Nol” treatment for pe <y ulcer, 1113 
Dermatitis due to perfumes, 734 
pi mellitus: Hazards of the diabetic mother, 
— — injury precipitating onset, 524 
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en effect of head injury on diagnosis, 
“* Dumping syndrome,” 1006 
Dysentery carriers, management of, 401 
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Electric fences, 523, 
Electrified state, 678, 790 
Ephedrine, effects of prolonged use, 678 
Erythema nodosum; aetiology and treatment, 297 
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s oa eyes and “lion 
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-glass, health hazards of, 1217 
itis, treatment of, 2 
Food. -poisoning : Imported canned meat and 
botulism ; risks of, 143 
Food, canned; blown'” tins, 1113 
Garrulitas vulvae, 1164 
German measles, 297 ; re 
on estimations in the antenatal clinic, 


Herpes complement-fixation test, 1218 

Ho r wt for'thisety babies, 105 
liday precautions or ty babies, 

Holly and mistletoe berries, 1431 


Hookworm » association with duodenal 
ulcer, 1218 

Ice hockey accidents, 1218 e 

Le tence, logical factors in, 453 
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ANY QUESTIONS (continued): 


Iron therapy in the Tropics, 890 
Isotopes, radioactive; risks of handling, 1432 
a transplantation, possibility of success in, 


under the mistletoe, 1431 
Knees, intense coldness of, 
Late —_ more babies born at night? 677; 
— Premature induction in haemolytic disease of 
newborn, 1005 
— Shortest interval between two confinements, 


1164 
Left-handedness; slowness in writers, 1370 
Leucocyte count, effect of temperature on, 1163 
Libido, loss in male, 105 
— loss in women, 733 
Lichen planus of penis, 734 
Lighting, artificial, for the surgery, 5 
Liver: aa and endocrine _ + 174 


Lucifers, 10 
Premarital examination, 1369 
or wa seoendl attacks of, and German measles, 


Menstruation, irregular, and fertility, 1319 

or ut : nee institutional care and training 
or, 

Methonium compounds in angina pectoris, 52 

Microscopes, magnifying pos » 1319 

Moles, hairy, epilation of, 1270 

— — prognosis, 174 


—_— a a iy 
Messen, in husbands, 454; 555 (A); 
574 (C), Sor ©, 724 (C) 
Morphine, intravenous e, 678 
Mosquitoes; effect of altitude on viability, 1114 
Motion-sickness in infants, 574 
Mumps, tissue involvement in, 1 
Musical instruments, disinfection a 789, 1432 
Myopia, arrest of, 1163 
— inheritance of, 1269 
Night starts, 1319 
Noise, hypersensitivity to, 5 
Noises, high-pitched, senitvty to, 1369 
Nose-picking in an adult, 454 
Oestrogens and cancer, $41 
Ointment bases; varieties and indications, 298 
Old age; treatment of senile languor, 733 
a - theatres, temperature and humidity of, 


Oral penicillin, 453 

Otitis, adhesive, chronic, 890 

Ovaries; effect ‘of removal on prognosis of cancer 
of the breast, 1114 

Pain; case for diagnosis, 106 

Penile clip for enuresis, 574, 726 

Peptic ulcer; when Should duodenal ulcers be 
treated surgically ?, 623 

Permanent waving solutions, 105 

Pets in bed; risks to health, 243 

Phlebitis due to elastic stockings, 890 

Plasma — ae the ee 677 

Poliomyelitis : ion of cases ee al wards, 
349; % 16 on 617 Key 726 (C), 777 (C), 994 (C) 

— Ricks of infection of medical and nursing staff, 

‘ 244; 5 soe) 67 (©), 726 (C), 776 Cc 

regnancy : ear of pregnancy, | 
— Two unsuccessful pregnancies; future prospects, 


1006 
Pregnant radiotherapist, occupational risks of, 1319 
Pressure cookers and infants’ feeds, 105 
Priapism, painful, 1370 
Procaine for rheumatoid arthritis, 51 
Prophylaxis of haemolytic disease, 105 
Pruritus vulvae, intractable, ment of, 678 
Pseudo-constipation in infants, 173 
ie ate of Brocq, pe oy and treatment of, 


Purgatives after Christmas dinner, 1432 
Pyretother: repy in rheumatoid arthritis, 1 

Rabies; effect of —_, 1370 

Rashes accompanying exudation of serum, 1320 
Rectum, prolapsed, treatment of, 1370 

Retinitis pigmentosa, effect of lig t on, 1 ~ mf 


Rheumatic fever; treatment with antibio’ and 
opnene. 789 

Salt in agpeney. 624 

as disseminated; remission in the Tropics, 

B... Rae beeing comet, 5 523, 842 

Sepsis, focal, 


Serum acid +. levels, 298 

Shaving: Tough beards and soft skins, 174 

Ship-surgeon’s equipment for tropical equinn, 298 

Shot-gun accidents, m ment of, 1114 

Skin disease; indications or psychotherapy, 841 

Soap; dermatological effects of coal tar and pine 
tar soap, 350 

Sodium ricinoleate in congete, 574 

Spinach, nutritive value, 1 

Spondylo-arthrosis, cervical, 349 

Starvation, order of tissue depletion in, 1006 

Stethoscope, binaural, introduction of, 1057 

Stockings, Shostie 524 524 

Stomatitis, angular, aetiology and treatment of, 
1006, 1164 

Streptomycin; vertigo after administration, 677 

Sunburn, prevention, 1269 

Sun-glasses, 

Sycosis barbae, treatment of, 1319 

Tachycardia, thyrotoxic and "psychogenic, 573 
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Teeth; indications and aes in mass me eoen 951 

Tendo calcaneus, painful, 

Thiouracil and agranulocytosis, 73 

Throat pack for facio-maxillary a 677, 790 

Thyrotoxicosis, treatment of, 1269 

Tinnitus; treatment in the elderly, 350 

Toe, varus displacement, 453 

Tongue, black hairy, causes, pathology, and treat- 
ment, 889 

— streptococcal glossitis and geographical tongue, 


Tuberculosis, diagnosis; errors due to artifacts in 
sputum containers, 350 

— non-pulmonary, climatotherapy, 454 

— pulmonary; treatment with calcium; value and 
effect on other therapeutic agents, 841 

Tages: negative phase after T.A.B. vaccination, 


Undulant fever, treatment of, 952 

Urine, alcohol estimation in, 951 

Urticaria, treatment with peptone, 574 

Uterus: Prolapse in a young mother; treatment, 
1057, 1270 

Vaccinia, accidental, 734 

Vv : Garrulitas ‘vulvae, 1164 

Ve ep —- = 02 
aginal discharge in n, 

Vision: Seeing without light, 51 

Vitamin K, value in urticaria and psoriasis, 734 

Water-softeners, dermatitis due to, 8 

Word blindness, congenital, 573 

Yaws; treatment with penicillin, 1164 


Aortic incompetence in marathon runner, 349 

Aguas: role in anaesthesia for major surgery 
(TC is" Geogr J. Rees), 891 (O) 

Ap ndicitis : phical incidence, 566, 1045 
— in the elderly, 1 

— in the non. Furon 

— left-sided, 43, 1 m6. 

Apperley, _ L.: Patterns of Disease, 132 

APPLETO : Tongue = - nasopharynx, 97 (C) 

Applied lied Micrebloioes. 

Appointments, 50, 104, i7, 243, 296, 348, 401, 452, 
522, 572, 675, 676, 788, Bi, 888, 1056, 1112, 
1162, 1216, 1318, 1368, 

Arm, foreign body i in, 1047, ie 


ARMED FORCES: 

Appointments and retirements, 291, 1365, 1426 

Army: Army Médical Services; recruitment and 
prospects, 508 

— Report on the Health of the Army, 1946-1948, 
1303 (A) 

— oat, Gonquetinns, 171, 291, 521, 568, 947, 

Deferment of recruitment for house officers, 665 
— examination of Z men (parliamentary 
note), 

Q.H.P. and Q.H.S. appointments, 171 

Rights of National Service medical officers, 779 

— Air Force: Medical branch; recruitnyent 

| nem ogg 509 

nesul avy: Naval Medical Service; recruitment 
and prospects, 509 

Serer ion of young doctors (parliamentary note), 


ARMSTRONG, C. A. G.: Danger from cuffed endo- 
tracheal tubes, 566 (C) 

Arnott, R. See Greenblatt, M., 869 

ARNOTT, W. M.: Impressions of uate medical 
education in the U.S. A., 461 (O 

Arsenic: Chronic arsenical’ poisoning due to pro- 
longed administration of 8 _— and arsenic 
mixture (RR. H. ughes), 92 

Art: Medical Artists’ poo al 1429 


ARTERIES: see also Atheroma, Embolism 
Disobliterative endarteriectomy of external iliac 
une - 7 iociee treatment of peripheral 
tra-arte 5 tmen periphe 
vascular disease (J. W. L. Edwards and others), 
808 (O); 992 (C 

— 2 re, of iveoe extremities, 


(E. Ski d 
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Peripheral, , 298) 
ise to an intra 7. iis Sohasion CM (M. Sutton), 


859 (O); 874 (A); 1097 7 (C), 1205 (C) 


Arthritis, Oy my ay of response to corti- 
sone (G. D tes ae and M. H. L. 
Desmarais), 340 (O); 554 (A) 

— — hyaluronidase oaaten, 231 

— — pyretotherapy, 1 

— — treatment with “ putazolidin ” (H. R. Davies 
and others), 1392 (O); 1401 (L) 


shina e, 
— — — with cortisone and A.C.T.H. (parliamentary 
note), 1314 


— septic, 1251 

Ascariasis and its treatment, 989 

— in pregnancy, treatment of, 789 

Anan, Matthew Thomas, obituary of, 45 

Ashby, Hugh Tuke, obituary of, 8 s 

mer) many pe endotracheal insufflation 

in treatment (D. O’Brien and Hilda 
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Aspinwall, Guy Richmond, obi 
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— new safety precautions, 949 

Brockbank, S.: Portrait of a Hospital, 78 

BROCKBANK, W.: Bicenten: of the Manchester 
Royal Infirmary, 88; 84 (A) 

BROCKINGTON, C. F. Manchester Health Centre; 
educational function, 490 (O 

— Principles of Nutrition for Practitioners and 
—-. — need ~~ 

eer ic ove eryt ermia_treate y 

At woy ason), 422 (O); 434 (A); 

Crt, 3 78 $i," 832. (C), 994 (©), 1043 (C), 

BRODERICK, R. yt Postgraduate dental education, 
779 (C) 


BRoMAGE, P. e3 Comparison of vasoactive drugs 
in man, 7 2 (O) 

— Infected anaesthetic apparatus, 1042 (C) 

Bromidrosis of scrotum; causes and treatment, 401 

Bromwicu, A. F.: Harrow and Wealdstone train 
disaster, 1047 (C) 

Bronchitis: Chronic Bronchitis (T. H. Howell), 27 

luenzae, 230 

BROSTER, L. 'R. See ALLEN, C 9227 

** Brovon,” efficacy i in asthma, 632 

Brown, A. K.: L-Methorphinan as supplement to 
nitrous oxide and oxygen anaesthesia, 1331 (O) 

Brown, C.H. See Hart, D. M.,813 

aoe a Social trends and home confinements, 


Brown, W. M.C.,Gray, L. H., and MAHLER, R. F.: 
Acute radiation syndrome, 1042 (C) 

Browne, D.: Treatment of tuberculosis, 155 

— Confused’ — 390 ( Ms 

— Abdominal hernia in childhood 

— Treatment of congenital poe tg 1150 (C) 

Browne, O’Donel rniey Dodwell, "obituary of, 


Browne, Waiter Albert, obituary of, 1425 
Brucellosis, test of cure, 623 

— treatment of, 952 

Brun, R.: General Theory of Neuroses, 869 
Buchanan, A.: The Film in Education, 1245 

mer yy W.: Danger from endotracheal tubes, 


eee ge O.E.: Clot Retraction, 1083 
Bull, G.M : Treatment of anuria, 90 
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BULLOUGH, J.: T-piece anaesthetic technique, 96 (C) 
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Burn, J. tical Pharmacology, 479 
Burnet, Sir Macfarlane, receives Lasker Award, 839 
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Early treatment, 150 
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others), ii, (O); 228 ©, "337 ‘S. See @ 
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tie of inesenels units urged, 3 
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Burrowes, W.L.: Acute re 1182 (O) 
Burt-White, Harold, obituary of, 99 
** Butazolidin.” See Phenylbutazone 


Butt, W. R., and MARSON, G. W.: 17-Keto- 
steroid excretion i a iB 1023 (O) 

Butter, digestibility of, F 

BUTTERWORTH, R. F.: Case of tick typhus, 866 
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CADMAN, E. F.B., Pew Seen, S He (On 
syndrome wii H 
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CALWELL MH. G.: Judging tuberculin patch tests, 
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Cambridee, University of. See Universities: Cam- 
ri 


Cameron, G. R.: Pathology of the Cell, 1188 
**Camoquin”’; superiority over other antimalarials 
(I. Singh and T. S. Kalyanum), 312(O); 831 (C) 
CAMPBELL, A. M. G.: Neurological complications 
ey with insecticides and fungicides, 
Campbell, D., hon. LL.D. Dublin, ee th on, 168 
CAMPBELL, F.W. See SLOAN, A. 
CAMPBELL, P.: Cough protector, 226” 
CamMPBELL, S. See Horuipay, T. D. S., he 
CAMPBELL, W. A.B.: Methaem 482 Fo] 
a well-water, 371 (On 381 (A); «5 sO 
Camps, F. E.: Interpretation of wounds, 770 
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CANCER (continued): 
Thyroid, early s (M. Dargent and P. Guinet), 
1122 (O); 11 ) 


Traitement C. ical du Cancer du Rectum, 2nd 
ed. (F. ez. - eee, C52 


Treatment, = 
rosy Ap ; and Malignant, 2nd 


Tumors o, 
ed. re oo J. Eller and W. D. Eller), 601 
Urethra, male; epithelioma following injury 


(R. T. Cooke), 1187 
Vaginal bleeding, irregular, significance of, 557 


Canham, J. W. See Sutcliffe, A., 429 
CANNON, D.J.: Unusual case of obstructive jaundice, 


93 as 

— Transposition of viscera,165(C) 

Conee, "Si sot Impressions of a visit to Korea 
aan, 1253 

oulin Colours of gas cylinders, 566 (C) 

— Acute goue © septic arthritis, 1 

one effect ancreatic secretion (H. 
haw), 1027 0) > 

Guten noyicholine chloride. See Carbachol 


Carbohydrates: Blood glutathione levels and carbo- 
hydrate tolerance during A.C.T.H. therapy 
(C. L. Joiner), 642 (O) 

Carcinoma. See Cancer 

Cardiol See Heart 

Carport, N. See Ocuvie, A. G., 304 

Carcer, H.: St. Luke’s Day, 877 (C) 


—, Sir E. Rock: Ad ress to annual meeting 

Medical Protection Society, 829 

— Hon. } D. Gusents Uninaselie, Belfast, conferred 

on, 

Carotinaemia; case (G. Auckland) D, 2675 443 (C) 

Carr, J.: Allergy and A.C.T.H., 393 ( 

Col lagen/chondroitin + ratio of 
ar cartil related to function 

(F.B "\decthews), 1295 (O) 


Case history : Cornell Medical Index Health 
epiationoaien. 1246 (L); 1414 (C) 

Cataract, congenital, treatment of, 350 

— due to atomic radiation at Hiroshima, 921 

— intra-ocular acrylic lenses, 232 

Catheter and prostatectomy, 1256, 1414 

Cauda equina lesion due to spondylolisthesis (J. P. 
Turney), 1028 

CAWTHORNE, T.: Vertigo, 931; 1043 (C) 


CELL: 
Cytology and ry Physiology, edited by G. H. 


Exfaliative : i gical 

oliative fs) 

cancer of bladder (J. 1.6.8 Crabbe) ej0f2 (0) oO 

International Review of Cc 1X. Mat : \ editors: 
G. H. Bourne and J. F. Danielli), 1 

Metabolism. interference with, 1191 

Pathology of the Cell (G. R. Cameron), 1188 


CENSUS: 
Census, 1951, Great Britain, One per cent Sample 
Tables. Part 1, 140 (A 
1 per cent sample ‘Wital stnaiation), 1109 
Population in the great towns (vital 
statistics), 1 


Content ag ff Health Education; annual 


Central mg Board, jubilee of, 1193 (L); 
jubilee dinner, 1317 

Cerebra! palsy. See Paralysis, cerebral 

Cerebrospinal fluid, iron content, 454 

— — physiological ‘variation in pressure, 1270 

— — reactions after lumbar puncture, 52 

— — — to parenteral therapy, 734 

Cervix uteri. See Uterus, cervix 

Cetrimide; efficacy as antiseptic, 1128 

Chain, E. B., elected — étranger, Aca- 
démie de Médecine, 10 

CHaumers, J. A.: ones of sterility, 668 (C) 

CHamper.ain, G. H. A. See Sanos, D. E., 66 

Chambers, F. T.: Cure of alcoholism, 561 

Champion de Crespigny, Sir Constantine Trent, 

ituary of, 1048 

CHANDA, N.N. See De, S.N.,22 

CHANDLER, G. N., and TFLIING, M.: Lymphangitis 
carcinomatosa, 639 (O 

Charing Cross Hospital Medical School, under- 
graduate facilities, 496; inauguration. of new 
session, 935 

Char'es Hastings Fund, le to, 1267 

Coargeeet Society of Physio erapy; annual dinner, 


Canta, A. D.: Morbidity statistics in general 
practice, 1044 (C) 

Chase. Robert Godwin, obituary of, 619 

Cheese, annual! rate of consumption in U.K. (par- 
liamentary note), 1426 

Cheiropompholyx, psychological fi 


Chemicals, dangerous, inadequate labell at 622 


CHEST: 
Chest X-ray Diagnosis (M. Ritvo), 706 
Essentials in Diseases of the Chest ’ for Students and 


Practitioners (P. Ellman), 478; 670 (C) 
Institute of Diseases of the Chest, 5 
Chicken-pox, incubation period, 98 
CHILDREN: see also Infants 
Abdominal hernia (D. Browne), 1144 
Angewandte Paediatrie: Ein Nachschlag- und 
Lesebuch fiir Studierende und Arzte (E. Mayer- 
hofer), 550 


CHILDREN (continued): 


Asthma in childhood; oureey of work of asthma 
clinic in Hampshire (C. B. S. Fuller), 636 (O); 
881 (C), 994 (C). 1099 (©), is2 Ae) 1311 (C) 

Backward child—I. Pre-sch If School 
and adolescence (B. H. Kinmas) 1304 1350 

Bowel training, failure of, 1269 

Brain Tumours of Childhood (H. M. Cuneo and 
C. W. Rand), 429 

Child care in the N.H. S., 1093 

Child development, course on, 50 

Child Health Services Conference, 732 

Child psychotherapists ; qnleptiens and func- 
tions (parliamentary note), 344 

Diets for Babies and Children in Health and 
Sickness, 521 

Disease in children, 623 

Growth of Children, 66 Boys and 60 Girls Each 
Measured at Three Days and at One, Two, Three 
Four, and Five Years of Age, 930 (A); 1147 fies 

Heights and Weights of Boys and Girls (A. Sutcliffe 
and J. W. Canham), 429 

Hesphel visits by relatives (parliamentary note), 


Institute of Child Health, 504 

Lying and — children, 1217 

M ment of primary tuberculosis (F. J. W. 
Miller), 1015 (0); 1307 (Cc) 

Medical Inspection of School Children (B. H. 
Wilkins), 1399 

Poisoning, acute; management, 1431 

Singapore Paediatric Society, 521 

Terramycin in treatment of pneumonia (O. D. 
Fisher and C. R. Whitfield), Red or 

Tuberculosis, treatment, 154 (correction, 298) 

Young children in hospital, 1249 (A) 


China: Health and Agriculture in China: A Funda- 
mental Approach to some 5 & the Problems of 
World Hunger (J. C. Scott), 1190 

Chisholm, Catherine. obituary of, 287, 342 

— bequest to Manchester University, 1317 

Chisholm, G. B., receives Lasker Award, 839 

Chisholm, John Douglas, obituary of, 784 


CHLORAMPHENICOL : 
Aplastic anaemia after administration, 1057, 1114 
— — fatal, after administration (L. A. Hawkins 
and H. Ledeses), 423 (O); (B. Wolman), 
426 (O); 434 (A) 
Blood , = tie ob due to, 409 
Contraindications, 733 
Dangers of, 103; 136 (L) 
Effect on tissue cultures of human skin, 1071 
— on Widal reaction, 
In paratyphoid, 435 
in peecoue (B. K. Ellenbogen and C. M. Miller), 


In tick typhus, 866 
Sensitivity of Staph. pyogenes to, 253 
Toxic effects, 103; 136 (L); 434 (A) 


Chloride deficiency in relation to <7 ileus, 587 
Chlorophyll; deodorant effect, 1086 (L) 
Cholera, contro! in India by amie of pilgrims 
(Sir Leonard Rogers), Spd — 
, K. P. Sengupta, 


— haemoglobinuria in (S. 
and N. N. Chanda), 520 ™ 

— “* Pasteur’s flask ” in "Sydney University, 993 

— vaccination certificates, 774 

Cholesterol tolerance and coronary thrombosis, 93, 

Chondroitin sulphate/collagen ratio of human arti- 
cular cartilage - on to function (B. F. 
Matthews), 1295 (O 

Chorda tympani and A. unpleasant taste, 1320 

Christmas disease; a condition previously mistaken 
for haemophilia (Rosemary Biggs and others), 
1378 (O); 1405 (A) 

Christmas seals, 1111 

Chromatography, basis of, 1087 (A) 

Chronic sick: Scheme for the care of the aged and 
chronic sick (T. McKeown and C. R. Lowe), 207 

CHRYSOSPATHIS, P., and COSSYFAKIS, J.: Neurinoma 
of the stomach removed by total gastrectomy, 


1333 (O) 

CHURCHILL, H.: Harveian Oration, 1099 (C) 

CHURCHILL-Davipson, H. C., and’ Wy.Le, W. D 
Advertising in examinations, 1361 (C) 

Ciba Foundation, 1162 

Circulation. See Blood, circulation 

Circulation Research, 1111 

Circumcision in a national ror. of oaean-ld 
=~ (D. MacC B. Douglas, and 

. Mogford), 758 ( io: 166 (A); 83 (C), 

542 (C), 1152 (C) 

Crrron, K. M.: Danger of ** novalgin,” 160 (C) 

Citrovorum , at. conversion of folic acid to, 62 

Civil defence (parliamentary note), 238 

Civil responsibility of schizophrenic (medico-legal 
note), 785 

Civil service doctors; 
141 (A) 

— — — organization, structure, and remuneration, 


502 

CuiarK, D. J. A.: Pain in childbirth, 229 (C) 

Clarke. B. R.: Causes and Prevention of Tuber- 
culosis, 27 

CLARKE, O.: Stre ptomycin for chronic 
tuberculous patients, 644 (O); 778 (C) 

: The Humby e in removal of burn 

oust, 1101 (C) 


advertisements for posts, 


ambulant 


Clangicotion, intermittent, treatment of, 608 (A); 
om R. J.: Infected anaesthetic apparatus, 


206 (C) 
Clavicle fractured, death following, 666 
nunited fractures of (H. D. W. Powell), 651 


Cleft- ate oe Oes sucker appliance for 
ow Hw 
Clegg, 7 .» hon M. D., Trinity College, Dublin, 
a Se ~*~ 168 
LEMMESEN, eographical distribution of cancer, 
1095 (C) 


Clery, A. B.: Early treatment of wo 150, 151 
Clot Retraction (O. BE. Budtz-Olsen), 1083 
a , second-hand, infected (parliamentary note), 


om % B..0- W.: Normal position of the uterus, 

Coal-miners. See Mines and mining 

Coates, G. E.: Is metallic mercury poisonous? 96 

Cocuman, 3. B.: Respiratory effects of salicylates, 

Cocurane, A. L., Cox, J. G., and JARMAN, F.: 
Pulmonary tuberculosis in the Rhondda Fach: 

interim report of a survey of a mining community, 

843 (0); 870 (L); 1042 (C) 

COCHRANE .: Chemotherapy of leprosy, 222; 
1220 OO): 1416 (C) 

CockeTT, F. B. See MCMILLAN, I., 1308 

Cockles, food- -poisoning due to, 658 (A) 

COCKSHUT, R. W.: ae patient’s verdict, 993 (C) 

Copounts, A.: tary methaemoglobinaemic 
cyanosis, 368 "O: oar (A) 

Coeliac disease, 605 (L) 

— — adult, effect of gluten in, 1098 

— — and cereals, 173, 624; 605 (L) 

Coffey, Richard, obituary of, 1049 

Cohen, Sir Henry, hon. a ppiationat University 
of eens. ne on, | 


COHEN Kathryn H.: Chttlvosis and hypnosis, 
725 (C), 1043 (C) 
Cold, common, due to virus-infested winter clothes, 


942 

— -— Harvard Hospital research unit appeal for 
volunteers, 1161 

on E.: An operation for femoral hernia, 


26 (C) 

Cote, A. C. E., and MARSHALL, C.: Infective 
endocarditis due to Bact. faecalis alcaligenes, 
867; 1360 (C) 

Core, F. J.: New Worlds and Old, by C. Singer 
(Nova et Vetera), 91 

COLEBROOK, L.: Bibliography of the Published 
Writings of Sir Almroth E. rs (C. Singer) 
(Nova et Vetera), 1147; 1311 (C 

COLEMAN, P. N.: Day and night laboratory service, 
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Collagen/chondroitin sulphate ratio of es 
articular cartilage related to function (B. F. 
Matthews), 1295 (O) 

Coxee, J. G., and SHUBERT, S.: Blood changes an 
diagnosis "of infectious mononucieosis, 1205 (3 

Caage af of a aay moe 97, 161, 444 

—-—-— report of the General Practice Steering 

Committee (ios. 1321 (O); 1344 (L) 


COLLEGES: see 
Royal Academy of Medicine in Ireland 
Royal Australasian College of Physicians 
Royal Australasian College of Surgeons 
Royal College of Obstetricians and Gynaecologists 
Royal College of Physicians of Edinburgh 
Royal College of Physicians of Ireland 
Royal College of Physicians of London 
Royal College of Surgeons of Edinburgh 
Royal College of Surgeons of England 
Royal College of Surgeons in Iretan4 
Royal Fesumy of Physicians and Surgeons of 


jlasgow 
Seciety of Apothecaries of London 


Co.ttins, D. M.: Symptomatic purpura during 
isoniazid therapy, 391 (C) 
— V.J.: Principles and Practice of Anesthesiol- 


2 
Collis” \ W. R. F.: Intracranial haemorrhage in the 
newborn, 154 
Colon, antiperistaltic movement of foreign body in 
(F. D. Hindmarsh), 818 
—* asthma ” of, 1164 
— spasm; diagnosis, retueste and treatment, 1163 
Colonial Medical Service 501 
Cotover, J.: Nervous signs in sarcoidosis, 1100 (C) 
Colpocleisis ‘combined with anal closure after severe 
damage to biadder and rectum by radium 
(A.W. N. Druitt), 856 (O) 
Coit, G. H.: Wound healing in anaemia, 340 (C) 
— Operative method of thrombosing varicose veins, 


Commonwealth Universities Yearbook, 29th ed., 479 
Communicable diseases. See Infectious diseases 
Compost from waste materials, 699 
Conacny, A. See Paterson, A. S., 1170 
Conception: Pre-coital douche as aid, 524 
a Army Pathologists, annual conference, 
— Fertility; third annual conference, 282 

— World Conference on Medical Education, 480 (L) 
Congenital deformities, treatment of, 1 
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Australasian Medical Congress, 662 
Biochemistry, second international congress, 388 
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CONGRESSES (continued); 
Cardiology, first European congress, 621; 657 (A); 


as - eee tenth international congress, 274 (L); 


Electroencephalography, third international con- 
gress, 765 (L) 

Fertility; first world congress, 1429 

Histopathology, first international congress; 
Pope’s address, 731 

Internal medicine, second international congress, 
623, 674; scientific sessions, 718; banquet, 731 

Jewish Medical Congress, 571 

Microbiology; international congress, 1318 

Military Medicine and Pharmacy, fourteenth 
international congress, 348 

National Safety Congress, 243 

Obstetrics and gynaecology, thirteenth British 
congress, 281 

ais 7 ae, first international congress, 

A 

Radiology, seventh international congress, 887 

Rheumatism; Rheumatic Diseases. Based on the 
Proceedings of the Seventh International Congress 
of Rheumatic Diseases, 1399 

Therapeutics, third international congress, 172 

Tropical medicine, fifth international congress, 452 


Connell, William Kerry, obituary of, 1263 
a” A.: College of General Practice, 


Constipation, chronic, management of, 523, 726 

Consultant services, development of, 984 Gd: 
1095 (C), 1358 (C) 

a om and Specialists: Distinction awards, 


1 

— training, 455, 506 

Contraception. See Birth control 

Conway, E J.: Clinical use of cortisone, 149 

Conway, H. See GOLpBerG, A., 315 

Cook, R. P.: Cholesterol tolerance and coronary 
thrombosis, 93 (C) 

Cooke, R. T.: Epithelioma of the male urethra 
anne injury, 1187 

at trends and home confinements, 

ook 139 NO; 564 (C) 

Coorer, H.C.: Angular stomatitis, 1164 

Cope, C.L., and HuRLock, B.: Chemical estimation 
of « cortisone-like hormones in urine, 1020 (O) 

Cope, E.: Flying squad unit for abortion, 1420 (C) 

Cope, R. W.: Trouble during anaesthesia, 156 

Cope, V. Z (Editor): Medical History of the Second 
World War: Medicine aa Pathology, 868 

Copeman, W. S. C.: Cortisone in rheumatoid arth- 
ritis, 150 

om) Re, A.: Resuscitation with hand-bellows, 

1 


Copyright Convention, 675 

Corsetr, B. D. See Pocumn, E. E.,1115 

Corcoran. J: Haematemesis, 152 

Corneal Grafting Act, 83 (A) 

Cornell Medical Index Health Questionnaire, 

1246 (L); 1414 (C) 

CORNER, .: Events of the primate ovarian 
cycle, 403 (O) 

Comaay disease, relation to cholesterol intake, 93, 


— thrombosis, and its response to woateagat (A. R. 
Gilchrist), 351 (O); 78 (L); 515 ( 
Coroners, powers and duties of, 709 Ws 830 (C) 
Corporal punishment, 949 


CORTISONE : 

Absence of response to (G. D. Kersley, L. Mandel, 
and M. H. L. Desmarais), 540 (O); 554 (A) 

And A.C.T.H. in treatment of complications of 
leprosy (J. Lowe), 746 (O) 

Attempt to prevent erythroblastosis foetalis by use 
during pregnancy (J. R. Anderson, G. M. Barr, 
and A. Slessor), 542 (O )) 

Blood —3>) effect of cortisone and A.C.T.H 
(L. S. P. Davidson, R. H. Girdwood, and H. T. 
Swan), 1059 (O) 

Chemical estimation of cortisone-like hormones in 
urine (C. L. Cope and B. Hurlock), 1020 (O) 

Clinical use, 149 : ; ¥ 

Controlled trials in mina conditions (parlia- 
mentary note), 100 

Effect on tumour a (H. N. Green and 
H. J. Whiteley), 538 (O) 

— upon skin sensitivity to tuberculin in sarcoidosi 
(D. A. Pyke and J. G. Scadding), ie (O) 

Haematological applications, 612, 722 

In allergic rhinitis, 1303 (A) 

Manufacture in Britain, 1111 

Synthesis, 769 (A); 1267 

Treatment of rheumatic fever, 90, 582 


Coryza, yaoymentes arising during (J. P. P. Brad- 

ry » A. B. Bernstein, and E. Bowers), 
9(O0 

Oman J. See CHRYSOSPATIS, P., 1333 

Cough, periodic, of possible hysterical origin, 1218 

— protector (P. ————: 

Couper, L., and aa * : Difficult wart treated 
by suggestion, 13 

Couvade, 454; 555 (A); $74 (C), 667 (C), 724 (C) 

Coventry “a shop” for nurses (parliamentary 


note), 4 
Cowdry’s Problems of Ageing: Biological and 


ad Aspects, 3rd ed. (Editor: A.1. Lansing), 
Cox, J.G. See COCHRANE, A. L., 843 


Coxsackie virus and poliomyelitis, 721 
Coyng, F.: Treatment of cardiac arrest, 1046 (C) 
-_ J. G. S.: Exfoliative cytol 1 control in 
+ cancer of the bladder, 1072 (O) 
Causa. T. .t Alcoholism, 1046 (C) 
Craig, Robert William, obituary of, 235 
CralG, W. S.: Future of public health, 338 (C) 
Cramp and salt deficiency, 5 
Crash helmets, 146 
— — British standard for, 295 
CRAWFORD, J.: Seasickness remedies, 1047 (C) 
Cremation Act (parliamentary note), 46 
a Regulations, 787 
“*Cremomerazine”’ crystals, obstruction of urethra 
e by, 705, a ion 
respigny. See Champion de Crespigny 
CRICHTON-MILLER, H.: Is boxing safe for school- 
boys ? = (C) 
Critchley, M (Editor): Trial of Neville George 
Clevel. Heath, 820 
Crofton, Chemotherapy in pulmonary tuber- 
culosis, 1412 
Crome, L.: Pavlovian session of the Soviet 
Academies, 780 (C) 
Cronin, A. J.: Adventures in Two Worlds. 133 
Cross, A. G.: Childhood problems in ophthal- 
mology, 218 
Crosse, Mary: Physiology of premature babies, 224 
CrossKeY, P. H.: Pyloric stenosis after ferrous 
sulphate potosiag. 285 (C) 
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Leonardo as writer, 38 

New Worlds and Old, by C. Singer (F. J. Cole), 91 

The Old Egyptian Medical Papyri, by C. D. Leake 
(C. Singer), 1201 

Portrait . of : A Biography of John 
Hunter, by E. A. Gray (C. Singer), 212 

William ‘Smellie : The Master of British Midwifery, 
by R. W. Johnstone (C. Singer), 1094 


“* Novalgin,” granulocytopenia due to, 160 

Nuffield Foundation: New headquarters, 571 

_— a for the Year ending March 31, 1952, 
TIL(A 

Nuffield Provincial Hospitals Trust: Report of an 
Experiment in Hospit ~ 3 aoe. 1247 (L) 

Nunan, Joseph, ng b= 

Nupercaine poisoning, atal = note), 672 


NURSES AND NURSING: 
African nurses (parliamentary note), 291 
Mental nursing; job analysis at Manchester, 1202 
Nurse-training —_ ow ex-tuberculosis patients 
(W. M. Robson), 9 
Recruitment and the wd limit, 382 (A) 
Shortage (parliamentary note), 1 
Training for district nurses, 338 
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NUTRITION: see also Diet; Food; Kwashiorkor; 

Vitamins 

innenetees conference on nutritional research, 

asle, 

Order of tissue depletion in starvation, 1006 

Principles of Nutrition for Practitioners and 
Students (C. F. Brockington), 1189 

Protein requirements, 445, 668 


‘* Nyadrazid.” See Isoniazid 

Nylon, floss; use in surgery (A. K. Monro), 1040 

Nys' us and other eye si in acute alcoholism 
tb. E. Howells), 862 (O 

—-in acute alcoholism, 1046 
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OBITUARIES: 
Aitken, James, 1050 
Allworthy, Samuel William, 782 
Andrews, Mary Neville, 100 
Andrews, Maynard Campbell, 1157 
Ascough, Matthew | wee 45 
Ashby, Hugh Tuke, 884 
Aspinwall. Guy Richmond, 1210 
Baird, Stephen Young, 343 
Bayon. Henry Peter George, 1260, 1424 
Bennett, Hugh Percy, 44 
Biggart, Arnold Samuel! Longbotham, 517 
Branson, Guy Joseph, 672 
Browne, O’ ee eee Dodwell, 447, 567, 998 
Browne, Walter Albert, 1425 
Burke, Gerald Tyler, 1209 
Burt-White, Harold. 997 
Cairns, Sir Hugh William Bell, 233, 287, 340, 618 
— de Crespigny, Sir Cc onstantine Trent, 


8 
Chase, Robert Godwin, 619 
Chisholm, Catherine, 287, 342 
Chisholm, John Douglas, 784 
Coffey, Richard, 1049 
Connell, William Kerr, 1263 
Craig, Robert William, 235 
Culpin, Millais, 727 
Cunningham, Leslie, 342 
Cutts, John Geoffrey, 567 
David, Archibald Sinclair, 289 
Dickson, Robert Milne, 1362 
Dingwall, Alexander, 1313 
Douglas, William, 1000 
Drake, John Alexander, 1048 
Drummond, Sir Jack Cecil, 394 
Easterbrook, Alexander Maitland, 1105 
Eve. Frank Cecil, 1362 
Fairfax, Edward Wilfred, 1208 
Finny, William Evelyn St. Lawrence, 998 
FitzGerald, John Joseph, 1050 
Garstang, Walter, r 
Gilchrist, Marion, 671 
Gow, Alexander Edward, 781, 946 
Gregory, Sir Richard, 728 
Gye, William Ewart, 944, 1157 
Haire, Norman. 672 
Hay, William Peach, 1104 
Henderson, George Pouncey, 1049 
Hobbs, Anthony Arthur, 1104 
Hodgson, Stanley, 835 
Horton-Smith- ey Sir Percival, 99 
Howard, Thomas. 289 
Hulbert, Ernest Beddoe, 289, 518 
Hunnard, Arthur, 783 
Hunt, Mary Helen Carew, 1362 
Hunter, Andrew Elgin, 166 
Hunter, Charles Stewart, 783 
Ingles, John Stewart, 1363 
Jacob, Frank Harwood, 1312 
Jefferiss, lan Mackinnon, 728 
Kean, Edmund, 1104 
Kellaway, Charles Halliley, 1421 
Kenny, Elizabeth, 1262 
Keyes, Muriel, 672 
King, John James Duncan, 1260 
Kirkhope, Alexander, 517 
Larking, Arthur Ernest, 567, 618 
Lavery, James ~ am O’Brien, 1050 \ 
Lawrie, John, 884 ° 
Lawson, David, 1423 
Lawson. Frederick James, 1050 
Letcher, Herbert George, 728 
Loewenstein, Arnold, 1263 
Low, George Carmichael, 341 
McCracken, Ian Earle, 1313 
MacFadyen, Duncan, 836 
McWhan, Andrew om 518 
Malik, Sultan Bakhsh, 
Maloney, William —s 619, 1000 
Martin, James Charles, 1156 
Marwick, Robert Elrick, 946 
Mason, Charlies Leslie. 517 
Matthews, Edgar William, 998 
Meade, Henry Sords, 1155, 1209, 1313 
Menzies, Duncan, 784 
Mitcheil, George. 343 
Mitchiner. Phi.ip Henry, 943, 1048, 1156 
Moore, Harold Ettrick, 397 
Morris, John Mudie, 1104, 1158 
Munday, Richard Cleveland, 290 
Munro, Sir David, 1153 


OBITUARIES (continued): 


Nagelschmidt, Karl Franz, 999 
Northey, pes gh | zane, 1105 
Nunan, Joseph 

Owen, William "Griffith, 1263 

Parry, Richard, 

Passe, Edward Roland Garnett, 396 
Paterson, Archibald Richard, 1424 
Pedlow, Thomas Bowen, 290 
Pinder, Alan Hargrave, 1210 
Porteous, Robert, 1314 

Read, Charles, 165 

Reade, Arthur George Lawrence, 618 
Riches, John Frith, 1210 

Roaf, Herbert Eldon, 782 
Rosenthal, Felix Emanuel, 672 
Saxby, Thomas Edmondston, 1208, 1261 
Schweitzer, Alfred, 448 

Scott, Ralph Lester, 999 

Sillar, William Cameron, 1209 
Smith, Raymond, 142 

Spencer, William Kenneth, 568 
Stacy, John Eric, 1154 

Stanford, Brigid, 289 

Stretton, John Weston, 836 

Tangye, Claude Edward, 671, 1210 
Taylor, Cedric Rowland, 567 
Thomas, Frank Leslie, 1050 
Townsend, Arthur Allen ag 517 
Tredgold, Alfred Frank, 726, 783 
Wade, James Owen Davide 337 
Wallis, Neville Courtenay, 1049 
Wardrop, John Glen, 885 

Watkins, Lewis John, 166 
Watkins-Pitchford, Wilfred, 834, 998, 1261 
Wells-Cole, Gervas Henry, 784 
West, Olin, 45 

Whittaker, Fanny May, 448 
Williams, William Hiigh, 1362 
Woods, James Cowan, 884 

Wright, Peter Paul, 885 


O’Brien, D., and Roperts, Hilda: Endotracheal 
insufflation with coxgen in treatment of asphyxia 
neonatorum, 963 (O); 1151 (C), 1360 (C) 

O’BRIEN, J. R. See Bios, Rosemary, 1378 


Osstetrics: see also Abortion; Labour; Preg- 
nancy; Puerperium 
Analgesia, 229, 339 
Central Midwives Board, jubilee of, 1193 (L); 
jubilee dinner, 1317 
Culdoscopy: A New Technic in Gynecologic and 
Obstetric Diagnosis (A. Decker), 1030 
ee midwifery and the stillbirth rate, 159, 
1, 
General practitioner in the obstetric services of the 
N.H.S. (E. F. Murray), 772 
Institute of Obstetrics and Gynaecology, 504 
Lithopaedion in Central African woman (F. 
Schwarz), 131; 393 (C) 
— in twins (J. K. Roberts), 130 
Maternal deaths, 146 
Maternity benefits discussed by I.L.O., 172 
Medical Treatment in Obstetrics and "Gynecology 
(C. F. Fluhmann), 270 
Midwifery and the G.P., 44 
Natura! childbirth, 94 
Obstetrics and Gynecology, 521 
Social trends and home confinements, 44 


Occupational medicine. See Industrial medicine 

— therapy, at Graylingwell Hospital, Chichester, 365 

— — survey of occupational problems in a neurosis 
centre (T. M. Ling and V. W. Wilson), 558 

Ochronosis, exogenous (P. B. Wooley), 760 

Opium, Doris: Why no rocking? 881 (C) 

— Peptic ulcer and the neurotic, 390 (C) 


O’Donovan, D. K.: Clinical use of cortisone, 149 
OELBAUM, M. .* The nay | of endocrine 
dysfunction post-pa hypopituitarism, 


110 (O); 138 (L): 286 Bic), 445 (C), 613 I 

Oesophagea! speech (G. H. Bateman, A. C. Dorn- 
horst, and G. L. Leathart), 1177 (O) 

Oesophagus, artificial, 44 

— atresia, congenital, 214 

— carcinoma of, 215, 443 

— painful spasm (‘‘ corkscrew” oesophagus) (G. 
Ismay), 697 (O) 

— stricture, 214 ‘ 

oa a near aorta, due to swallowing plum stones, 


Oestrogens and cancer, 841 

O’FarrRELL, P. T.: Topics, thoughts, and sontensien: 
presidential address to B.M. A., 53 (0); 80 (L) 

os en .D., Trinity College, Dubiin, cudisted on, 
1 

Ociivie, A. G.: Perennial peptic ulcer palaver, 
722 (C) 


— Test for occult blood, 1149 (C) 

— Carpog, N., and BenTLeY, F. H.: Treatment of 
massive bleeding from poe ulcer, 304 (O); 
$13 (C), 2 a, 613 (C7 (Cc) 

Ocitvr, C M., ~4 —— TE qe mono- 
nucleosis with sembounepeals purpura, 

977 (O);_ 1151 (C), ‘1203 ©) 


Ocitvie, Sir Hene postie soagation, 
299 (O); S15 (05, 14 (06: gic ©), eS 


Ointment bases; varieties and 
O’Ke.ty, T. See Konn, J., 1308 


OLD AGE: 
Aged sick; marital status, 445 
Care of old people (parliamentary note), 1212 
ry removal to hospitals and institutions, 


11 
Cowdry’s Problems of Ageing: Teh and 
Seema Aspects, 3rd ed. (Editor : A. L. Lansing), 


Disiones in Old Age: A Clinical and Pathological 
Study of 7,941 Individuals over 61 Years of Age 
&. 'T- Monroe), 820 

ors unit in a general hospital (W..Morton), 


High blood so in the elderly (H. Droller and 
“on 9 

Investigation of aged sick in their rr eg survey 
of 215 patients in St. Pancras (A. N. Exton- 
Smith), 182 (O) 

Problems of Ageing gies: N. W. Shock), 1030 
Psychiatric disorders (R_ S = ASeon, —_ (O) 

Scheme for care of d and chronic sick (T. 
McKeown and C. R. Lowe), 207 

Surgery in old eas (R. A. C. Owen and A. F. 

Treatment of senile languor, 733 


OLDFIELD, M. a Orchidectomy for intersex, 228 (C) 

Ox.pHaM, J. B ‘Left-sided appendicitis, 43 (C) 

- = lntra-arteral esetens. 99 (Cc) baie 30) 
LIVER, orrecting co; tal talipes, 283 (C 

— Confused nomenciature, 6 668 (C) 

Ouiver, L. C.: Essentials of , 4 1244 

Oliver-Sharpey Lectures, 525 (O). 578 tO): * 603 (L) 

OLLERENSHAW, R.: Positive v. n rpm prints, 613 (C) 

O’MALLEY, C.: The red eye, 21 

O’NeILL, J. D.: An unusual case of allergic dermati- 

tis, 515 (C) 
oO, theatres, temperature and humidity of, 


OPHTHALMOLOGY: see also Blindness; Eye; Vision 
Cortisone therapy, 150 
Institute of Ophthalmology, 504 
Ophthalmological Seat o of the United Kingdom; 
annual congress, 887 
Textbook of Ophthalmology, Vol. 5 (Sir Stewart 
ter hy sr 132 
Treacher Collins Essay Prize, 571 


Orchidectomy for intersex, 228, 340 

onent. 5) J. N.: Management of the premature 
‘an’ 

Orens, L. ee "eotenan, &, D., 612 

G.: Clinical tests of “‘ trilene” inhalers, 


Ortey, A.: Ge hical distribution of cancer, 
941 ograp! uu o r, 


ORTHOPAEDICS: see also Bone; Fractures; Joints 
Adaptation of Watson-Jones table, 669 
Institute of Orthopaedics, 504 
Joint’ meeting of Orthopaedic Associations of 

English-speaking World. 37, 50, 225 
Orthopaedic unit in India (Colombo plan), 1055 
Orthopaedic Surgery, 4th ed. (W. Mercer), 602 
Surgical Treatment of the Motor-Skeletal System, 
2nd ed. (Editor: F. W. Bancroft), 550 


Osler memorial tablet suggested, 161 
Coes acute, and septic arthritis (N. Capener), 


— due to Salm. typhi; report of case and review of 
re ia dy roy 318 . AS BaP 

— of fron e, due aratyp eyser 
and M. Madorsky), Sob (0) 

cna imprisoned for te (medico-legal note), 


Otago, University of. See Universities: Otago 
Otitis, adhesive, chronic, 890 
— due to ear syringing, 1361 


OTO-RHINO-LARYNGOLOGY : 

Antibiotics, 216 

a i of the Ear, Nose, and Throat (G. Port- 
mann 

Diseases of th the Ear, Nose, and Throat, Vol. 1 and 2 
(Editor: W. G. Scott-Brown), 13 399 

Endoscopy as Related to Diseases of the Bronchus, 
Ocsophagus, Stomach, and Peritoneal Cavity 
(E. B. Benedict), 706 


Institute of caryagology and om ogy. 
Tonsil and Allied lems (R. H. ot, 1031 


Otonsiorosis: lsvigntor See the fenestration operation 
(P. H. Huggill), 44 

Ovaries: Dysfunction and h hol t ~s A 
association with porte <> ens t of u 
(N.C. Louris and N. M. Kalris). 20 (0); 232(c) 

— effect of removal on progn of cancer of the 
breast, 1114 

Overcoats as carriers of virus infections, 942 

Overseas doctors, registration in United Kingdom; 
new regulations, 774 

Ovulation: Events of the primate ovarian cycle 
(G. a ee Coat a (O) ps is dledes ton 

. A. C., an URPHY, ry 

oid age 186 (O) 

Owen, William Griffith, obituary of, 1263 

Oxford, University of See Universities: Oxford 

Oxygen, admi tion for resuscitation of appar- 
—. drowne¢, 279 

— control Ae may. tration in tents for premature 
babies (A. L. Gunn, W. K. Sutton, and M. 

Ulusoy), 1338 (O) 
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Oxygen; simple a pi for measuring in tents 
ws. Pirie and and CA. 340 (0) 


Alichorne), 1 
Oysters, purification of, 1339 


P 


Pusdintsice See Children; Infants 

Pace, B. H.: Pilonidal sinus, 285 (C) 

— The A. ha. and the prostate, 1415 (C) 

PAGE, Oo Specialists in physical medicine, 
1203 

Pain as diagnostic aid, 146 

— as protective mechanism, 146 

— case for di , 106 

— relief of, 1 

—— su 1, 147 

—— —(L. Rogers). 383 

PAKENHAM-WALSH, R.: A register for postgraduate 
qualifications, "227 (C ) 

Pakistan Medical Association, United Kingdom 
branch, 622 - 

Patmer, H.: Post-epileptic automatism, 1310 (C) 

Pa.mer, W. H.: Abuse of antibiotics, 1414 (C) 

Palsy, cerebral. See Paralysis, cerebral 

**Paludrine.” See Proguanil 

Pancreas{ cystadenoma cages congestive yy 4 
megaly (A. Grunberg, J. L. Blair, and C. A 
Hill), 265 (O) 

— Radical Cap ny a for illoma 
of pancreatic duct (W. G. Hendry), 815 (O) 

— ert effect of carbachol on (H. Wapshaw), 
10 

Pancreatic duct, radical duodén createctomy for 
papilloma of (W. G. Hendry), 815 (O) 

Papaspyros, N.S.: History of Diabetes Mellitus, 654 

Papaverine; intra-arterial i 

Papp, C., and Smirn, K. Shirley: Treatment of 
coronary thrombosis, 515 (C) 

Paralysis. See also Paraplegia 

— after tonsil operation (medico-le: 

— cerebral: Educability of Cereb: 
(M. I. Dunsdon), 28 

— — education and Seotmens of spastics, nee 

R. H.: Block for bisecting ki 


ARAMORE, 

1258 (C) 

Paraplegia: Blood transfusions in toxaemic para- 
plegics (J. J. Walsh), 811 (O) 

— due to spinal injuries, 225 

Parathyroid tumour, palpable; case (W. D. Park 
and P G. Swann), 1185 

Paratyphoid B osteomyelitis of frontal bone (E. 
Peyser and M. Madorsky), 320 (O) 

— fever; bacteriophage-typing, 683 

— — diagnosis and treatment, 435 

— — in South Wales Te statistics), 729, 785 

— — vital statistics, 4 

Parisn, H. J.: key advances in active immuniza- 
tion (diphtheria, w hoopi , tuberculosis), 
153; 1010 (O); 1152 (C), 1206 (C) 

PARK, W. D.: Carcinoma of cardiac portion of the 
stomach, 599 

— and SWANN, P. G.: Case of palpable parathyroid 
tumour, 1185 see 

Parkinson, Sir John, hon. D.Sc., National University 
of Ireland, conferred on, 169 

Parkinson, R. H.: Tonsil and Allied Problems, 1031 

Parkinson’s disease; treatment in Germany and 
elsewhere (parliamentary note), 238 


PARLIAMENT : 
Agriculture (Poisonous Substances) Act, 1053 
Alcohol and motorists, -_™ 
Animal! experiments. 946, 94 
Anthrax vaccine for etieds. 1314 
Army Medical Services, 1212 
Arthritis, LAY treatment with cortisone 
and A.C.T.H., 

Atomic burns, Sa7° 

B.C.G. vaccine, 1000 

— — use by local health authorities, 46 

Blind children, education of, 1158 

Board of Control; powers of entry possessed by 
officers, 291 

Cancer; Government policy, 290 

Cheese, annual rate of consumption in U.K., 1426 

Child rapists; qualifications and "func- 
o_. 

Childre visits by relatives, 291 

Civil pm Bey 38 

Clothing, second- ay! esas 1265 

Coal-miners, age of. 13 

Cortisone; controlled ‘tials in rheumatic condi- 
tions, 1001 

Coventry “‘closed shop” for nurses, 46 

Cremation Act, 46 

Danckwerts award, 1001, 1051 

Dentistry; value of gold supplied for teeth, 101 

Dentists in 7 1158 

_— e » 

Diphtheria morbidity and mortality, 1950 and 
1951, 100 

Durham judgement, 344 

Dysentery, increased incidence of, 100 

Falkland Islands: Hospital facilities, 291 

Fluorine in water, 167 

Fog in London, deaths during, 1426 

Food and population, 291 

— in hospital, 1000 

— prices, 1265 

a of hygiene in catering establishments, 


I note), 1264 
Palsied Children 


PARLIAMENT (continued): 


ee See plies, 1265 

poisoning, prevention of, 1000 
| eee om Workers’ (Health and Safety) Bill, 1425 
— practice: Assistants and partners, 1051, 


— — training grants, 291 
Health at work, 46 
—— centres, 46 
Hearing-aids. eesntaaien, 344 
— cost of, 1 
Hospital Shin “01 
Hospitals: Alcoholic beverages for patients, 344 
-—— Consultative committees’ powers, 
— Cost of buildings, 1001 
— Estimated expenditure 1952-3 per head of 
population, 1158 
— Private patients’ fees, 1159 
—_ een boards, 291 
— — — Sheffield; approved hospitals, 1213 
—— — S.W. Metropolitan Region, 1158 
— Staffing reductions, 1213, 1364 
— Staffs, 1159 
— Waiting-lists, 344, 1314 
House-surgeons, ex-service; special grants, 1158 
Hypnotism Bill, 46, 167, 290 
Identity numbers for health and other insurance 
schemes, 1426 
Insanity and criminal responsibility, 947 
Insecticides, poisonous, 1001 
Intern year, 238, 1211 
Limbless ex-servicemen, allowances for, 1106 
Lung cancer and gas workers, 1001 
Medical Act, 1950 (Period of Employment as 
House Officers), Regulations Approval Order of 
Council, 1952, 1051 
Medical examination of Z men, 344 
Menta! defectives in Britain, 1315 
— — institutional euapnemtee for, 1105 
— hospitals, overcrowding in, | 
Milk, tuberculin-tested. 1265 
Miners, compulsory radiography, 1363 
National Health Services; charges for services, 
annulment of, 100 
| eae 101 
tion Searaes. effect on number, 167 
4 1952, 2 
— — forms, cost of, 70f 
Prescriptions; 1951 and 1952 compared, 1314 
National Insurance (Industrial Injuries) Bill, 1426 
Nurses: African nurses, 291 
Nursing shortage, 1001 
Old age; care of the old people, 1212 
Parkinson’s disease, 238 
Prescribing discrep , 1364 
Raynaud's disease as ustrial injury, 100 
yo vd ‘——- practitioners; the award, 
100, 1001, 
Road Pine « Smeg 946 
School milk, 1159 
Teeth, care in children, 1264 
Tuberculosis; incidence in England and Wales, 
— treatment in Switzerland, 1426 
Vital statistics, collection of, 1314 
Vitamins, fortification of food by, 1000 
Whiiley Councils; delay in decisions, 1363 
W.H.O. and birth control, 237 


Parmelle, A. H.: Management of the Newborn, 325 

Parotid gland, lipoma of (R. T. Payne), 865 (Oo) 

—_—— wa 's syndrome; aegtpest with A.C.T.H. 
(E. F. B. Cadman and A. J. Robertson), 68 (O); 
446 (C), 1357 (C) 

Parr, E. J. See Lewis-Fanina, E., 632, 994 

Parry, Richard, obituary of, 784 

Parry, T.E. See Ocivvie, C. M., 977 

P.A.S. See p-Aminosalicylic acid’ 

Passe, E.R. G.: Méniére’s syndrome and simulating 
conditions, 217 

— obituary of, 396 

—— Louis. Free Lance of Science (R. J. Dubos), 
26 

** Pasteur’s flask’ in Sydney University, 993 

Pasteurella multocida, two human infections caused 
by (V. Bezjak and M. Mimica), 757 (O) 

PaTERSON, A. S.: E.C.T. for prolonged stupor, 
723 (C) 

—and Conacuy, A.: Subconvulsive electrical 
stimulation in treatment of chronic neurosis, 
1170 (O); 1196 (A); 1357 (C), 1419 (C) 

Paterson, Archibald Richard, obituary of, 1242 

Pathologists’ opinions, 1100 

ee. clinical; French society, 348 

— Medica 1 Laboratory Technology; triennial con- 
ference, 381 (A) 

— Patterns of Disease (F. L. Apperly), 132 

Pathy, M. S.: Dangers of intrathecal penicillin, 


883 (C) 

Paul, H.: The Control of Communicable Diseases, 
12 

Paul, J nt eye and the virus encephali- 


ti 
Pau, M. A.: Case of cutaneous horn, 284 (C) 
Pavlov: Academy of Sciences of the U.S S.R. 
Scientific Session on the Physiological Teachings 
of Academician I. P. Pavlov, 654; 780 (C) 
PaYAN, J.: Science and mankind, 1415 (C) 
Pave, RT: Case of lipoma of the parotid gland, 
Payzin, S.: Influenza epidemic in Ankara, 1296 


Peake, H. L.: The offending foreskin, 1152 (C) 
PEARSTON, , = Disinfecting the band, 1432 
= B,.G. mn. 3 Hydrofluoric acid burns, 


Pediculosis, 1200 

Pediow, Thomas Bowen, obit of, 290 

Peel, Sir Robert, cause of death of, 666 

PEMBERTON, H.S. See Epwarps, J. W. L., 808 

PEMBERTON, J.: Prevention of rheumatic fever, 
725 (C) 

— See DROLLER, H., 968 


PENICILLIN : 

Acquired hypersensitivity to sodium P.A.S., 
streptomycin, and penicillin (Barbara Jeffery. 
P. Borrie, and N. MacDonald), 647 (O); 
995 (C), 1205 (C) 

Clinical Application of Antibiotics : 
(Lady M. E. Florey), 819 

Effect on tissue cultures of human skin, 1071 

Mode of action, 1036 (A) 

Oral administration; indications and contra- 
indications, 453 

Sensitivity of Staph. pyogenes to, 253 

Sudden death pase injection (W.O. Thomson), 
70 (O); 392 (C) 


Penis: Balanitis, erosive, chronic; causes and 
treatment, 523 

— lichen planus of, 734 

— priapism, painful, 1370 

Penny, C. J.: Acute retention, 670 (C) 

Penrose, L. S.: On the Objective Study of Crowd 
Behaviour, 549 

Pentachlorophenol, neurological complications asso- 
ciated with use, 415 


Peptic ULCER: 

And the neurctic, 390, 669, 880, 1046, 1047 

Hookworm disease, association with duodenal 
ulcer, 1218 

Massive haemorrhage from acute gastric ulcer 
(V. J. Downie), 24 (O); 228 (C), 240 (C) 

Peptic ulcer, 108 

(C. F. W. illingworth). 206; 390 (C), 669 (C), 
a... (), 1046 (C), 1047 (C) 
oer < peptic ulceration (Sir Heneage Ogilvie), 
2 BO): Ps13 (C). 514 (C), 613 (C), 722 (C) 

Treatment by *‘ De Nol” method, _ <> 

— of 1a 8 bleeding (A. G. Ogilvie, N. Car 
and F. H. Bentley), 304 (O); S13 <0), 514 aN 
613 (©), 722 (C ) 

— should duodenal ulcers be treated surgically?, 


Penicillin 


Peritoneum: Extensive intraperitoneal haemorrhage 
of unknown origin (H. G. hese oy 704 

a a bodies; two unusual cases (D. H. Jenkins), 
1 


Peritonitis, meconium, due to hole in foetal intestinal 
wall and without obstruction (A. W. Franklin 
and J. P. Hosford), 257 (O) 

Permanent waving. See Hair 

Peroneal nerve, common, compressive lesions 
(H. Gyuns and Doreen Moorhouse), 1373 oO 

Perry, C. B.: Rheumatic fever, 142 (correction, 610) 

Personality, ‘assessment of, 664 

— Scientific Study of ce aed = J. Eysenck), 1245 

Pertussis. See Whoop poging-ee 

Peters, G.: Spezielle Pat 4 ~~ Krankheiten des 
Zentralen und Peripheren Nervensystems, 429 

Peters, Sir Rudolph A.: Puzzle for therapy in 
fluoroacetate poisoning, 1165(O); 1191 (L) 

Pethidine, i in liver damage (J. W. 
Dundee and L. F. Tinckler), 703 (O) 

— analgesic value, 903 

_ poisoning. acute (C. Romer), 1135 

Petrie, A.: Personality and the Frontal Lobes, 869 

Petrol lighters; role in aetiology of pulmonary 
carcinoma, 1276 

Pets in bed; risks to health, 243 

Peyser, E., and Maporsky, M.: Paratyphoid B 
osteomyelitis of frontal bone, 320 (O 
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(R. S. Jelliffe), 76 

— simulating thyrotoxicosis (J. V. S. A. Davies), 77 

— = roy) myocardial infarction wW. M. Priest), 


O) 
Phanmaseinay: Practical Pharmacology (J. H. Burn), 


— Textbook of Pharmacology (W.T. Salter), 923 

Pharmacopoeias: Extra Pharmacopoeia (Martindale), 
Vol. 1, 23rd ed., 868 f 

Pharmacy Act of e771 centenary exhibition, 1302 (A) 

Pharyngea! pouch, 214 

Ph D. degree requirements (R. Westend, 486 (O} 

Phenadoxone, analgesic value of, 90. 

**Phenergan.”” See Promethazine hydrochloride 

— ee, deaths due to (medico-legal note), 


— re on use in arthritis (H. R. Davies and 
others), 1392 (O); 1401 (L) 

ery eee antagonistic effect of vitamin Ky 
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Phliebitis due to elastic stockings, 8 

ao dolens; case o P. B. Turner), 
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Phosphorus, radioactive; use in mapping brain 
tumours at operation (T. P. Morley and Sir- 
Geottfrey Jefferson), 575 (O) 
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Piped medicine: International Congress, 84 (A); 
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Clinician (Editor: F.H. Krusen), 601 

— — specialists in, 1095, 1203, 1307, 1358, 1417 

Physiology: Lehrbuch der speziellen patholosischen 
Figutalaghe, 8th ed. rev. (Editor: L. Heilmeyer), 


Physiotherapy: Claim against physiotherapist dis- 
missed iaetoaen note), 167 

Pickard, C. P.: Causes of dysphagia, 214 

Pickering, é. Ww., opening +) at new session, 
University of. Birmingham, 8 

PicKLes, V. R.: Cutaneous a to infection of 
progesterone solutions into the skin, (O) 

PICKWORTH, Post-epileptic automatism, 
1414 (C) 

— New Outlook on Mental Diseases, 1244 

Pigmentation: Exogenous ochronosis (P. 
Woolley), 760 

PiLtinc, H. H.: General practitioners and post- 
graduate education, 667 (C) 

Pilonida! sinus, 285 

Pinder, Alan Hargrave, obituary of, 1210 

PINES, 'N.: Treatment of intermittent claudication, 
779 (C) 

Piney, A.: Chronic constipation, 734 (C) 

— The patient’s verdict, 1258 (C) 

PIRNIE, J., and ALLCHORNE, C. A.: Simple apparatus 
for measuring oxygen in tents, 13 

Paem, pis id Education of the epileptic child, 1097 (C), 

Prrney, W. R. See BicGs, Rosemary, 1378 

Pitt, W. O.: An unusual case, 724 (C) 

Pituitary, anterior; effects on foetal weight of growth- 
hormone-containing anterior res extracts 
given to pregnant rats (H. F. Barns and 
G. I. M. Swyer), 914 (O) 

— hypopituitarism, post- pesten. variability of endo- 
crine dysfunction in (M. H. Oelbaum), 110 (O); 
138 (L); 286 (C), 445 (C), 613 (C) 

— posterior, symposium on, 39 

Plasma substitutes in the Tropics, 677 

Plasmodium berghei, suppression by milk, 1382 

Plaster casts; acute acetone poisoning ‘caused by 
setting fluid (L. C. Harris and R. H. Jackson), 
1024 (O); 1058 

PLATT, R.: Nephritis—I. Aetiology, course, and 
diagnosis, 609; I. Prognosis and treatment, 660 

— Fluid and electrolyte balance in renal failure, 719 

PLaTts, M. M. See Davies, C. E., 595 

Pneumoconiosis: Miners, compulsory radiography 
(parliamentary note), 1363 

ee, Friedlander’s; report on six cases 
(J. M. Barber and A. P. Grant), 752 2 fo? 

——with massive necrosis of lung (J. H. Thomas 
and O. M. Brewster), 817 

— graphs (vital statistics), 948, 1054, 1110, 1160, 
1314, 1266, 1316, 1366, 1 428 f 

— in children treated with terramycin (O. D. Fisher 
and C. R. Whitfield), 864 (O) 

— virus, 213 - 

Pneumonias arising during the course of upper 
respiratory infections (J. P. P. Bradshaw, C. A. B. 
Bernstein, and E. Bowers), 749 (O) 

ag fatal air embolism after (medico- 
legal note), 729 

PocHIN, E. E., Hitton, Gwen, MYANT, N. B., 
Honour, i Baa and CorseTt, B. D.: The 
indications for radio-iodine treatment of thyroid 
carcinoma, 1115 (O); 1139 (L); 1358 (C) 

Poisoning. See Toxicology 


POLIOMYELITIS : 

Acute; graphs (vital statistics), 48, 102, 170, 240, 
294, 347, 399, 450, 520, 570, 620, 673, 730, 786, 
837, 886, 948, 1003, 1054, 1110, i214, 1266 

— treatment, 1204 

Admission of cases to general wards, 349; 516 (C), 
617 (C), 726 (C), 777 (C), 994 (C) 

And the virus encephalitides (J. R. Paul and 
others), 720 

Epidemiology, 378 (L) 

Immunization, 551 (L) (correction, 1058); 778 (C) 

In Canada, 622 

In Rhineland (vital statistics), 621 

In U.S.A., 81 

oe Paralysis Fellowship in North London, 
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Infection after tonsillectomy, 1143 (A) 
Kenny treatment, 1047 
Notifications (vital statistics), 293, 346, 399, 449, 
520, 570, 620, 673, 729, 785, 837 
~~ hylaxis with gamma globulin —_ 
of infection of medica roy Sys 
arr e 516 (C), 617 (C), 726 ion 777 (C), 994 (C) 


PoLLoK, R. See SALM, R., 266 

Polycythaemia, treatment of, 213 

ee effect on tissue cultures of human skin, 

1 

Pope on morality in medicine, 731 

Popliteal nerve, compressive lesions of (H. Garland 
and Doreen Moorhouse), 1373 (O) 

Population: Census, 1951, Great Britain, One per cent 
Sample Tables. Part i, 140 (A) ; 

Population (Statistics) Act (1938) (parliamentary 
note), 1314 

Porphyria, acute; experimental treatment with 
A.C.T.H. (A. Goldberg, A. C. MacDonald, and 
C. Rimington), 1174 (O) 


Porphyria, idlanetie, acute; two J 
Williams and K. R. Lothian), 375; 833 S 

— — case (R. Hill), 698 (O) 

— urine specimens ay yy D oned 

Porritt, Sir Arthur S Eaesip, 107 (O); 
339 ‘O, 445 (C), ‘s14 ©, 723 (C) 

— See ABRAHAMS, Sir Adolphe, 98 

Porteous, A. C.: Electrified state, 790 

Porteous, Robert, obituary of, 1314 

Porter, C., installed as Master of the Plumbers’ 
Company, 950 

PoRTER, R. J. See EDMUNDS, V., 668 

Porter—Silber reaction, 1021 

Portmann, G.: Diseases of the Ear, Nose, and 
Throat, 377 

Postgraduate education. See Education, medical 

— Medical School of London, 5 

— qualifications, register for, 227 

Potassium deficiency in relation to paralytic ileus, 587 

Potency, decreased, in male, treatment, 105 

Porter, Lina: Incubation of chicken- -pox, 98 (C) 

Porter, Mabel F.: Pregnancy ae immediately 
after acute pyosalpinx, 1311 (C) 

Powe.., H. D. W.: Ununited fractures of the 
clavicle, 651 

PowELL-TucK, G. A., and RENSHAW, N. J.: Faith 
and functional illness, 1045 (C) 

Power, S.: Surgical Technique, 79 

— Catheter and the prostate, 1256 (C) 


ayy ee 

Ascariasis in, treatment of, 789 

Cerebral thrombosis complicating (R. Dowie), 
547; 780 (C) 

Diagnostic sign, 232 

~~ in relation to length of menstrual cycle, 
1 

Fear of, 106 

Following immediately after acute pyosalpinx, 1311 

Gestation calculator (F. Schmelz), 

Haemorrhage in late pregnancy, 81 (L) 

Hazards of the oe. mother, 1217 

Heart disease in, 222, 9 

Heart Disease in dl (A. M. Jones), 198 

Pelvic tuberculosis and pregnancy (I. A. Donald- 
son), 128 (O) 

Period of gestation, 1102, 1356 


nets on in ‘husband, 454; 555 (A); 
574 (C), 6 br 

Sodium nny 624 

Thrombocytopenic p' a recurring in successive 


pregnancies (G. T. saanaeal 1340 

Twin pre cy in the African (W. F. Ross), 
1336 (O Oo) 

ba 4 unsuccessful pregnancies; future prospects, 


Prematurity. See Infants, premature 
PRENTICE, A. I. D. See JAKEMAN, E., 563 


PREPARATIONS AND APPLIANCES: 

Aneurysm needle with continuous-feed (D. J. 
Tibbs), 1201, 1359 

Cleft-palate surgery sucker appliance for (W. G. 
Holdsworth), 1095 

Cough protector (P. Campbell), 226 

Gestation calculator (F. Schmelz), 40 

Gordh needle, modification of (R. M. Davies), 1411 

— for fenestration operation (P. H. Huggill), 


Nylon, floss; use in surgery (A. K. Monro), 1040 
Vagina; light-weight retractor (K. Vv. Bailey), 512 


Pressure cookers and infants’ feeds, 105 
Priapism, painful, 1370 
Price, E. W.: Citrate therapy success, 160 (C) 
Price, J. M.: Danger from endotracheal tubes, 
939 (C) 
W. M.: Phaeochromocytoma with fatal 
myocardial infarction in a man aged 22, 860 (O) 
Primrose, E. J. R.: Motion-sick infants, 678 (C) 
** Priscol ” See Tolazoline 
** Priscoline.”” See Tolazoline 
Prison officers’ pay, 622 
Prisons: My Six Convicts (D. P. Wilson), 430 


‘Alan Newton Prize, 400 
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David Anderson- Berry Prize, 400 
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H. S. Raper Prize, 519 
James Berry prize, 1108 
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Treacher Collins Essay Prize, 571 
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Procaine for rheumatoid arthritis, 51 
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1033 (L) 

Progesterone: Cutaneous reactions to injection of 
solutions into the skin (V. R. Pickles), 373 (O) 

Proguanil and pyrimethamine, cross-resistance 
between, 1255 

— comparison with “‘ camoquin.” 312 

Promethazine hydrochloride, antibacterial effects, 614 

Proprietary remedies, control of, 387 
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Prostatectomy; bladder drainage, 1256, 1414 
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«C. Wells), 136” 
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Prunty, F. T. Hormonal influences on fluid 
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and B. M. Watts), 1342 
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Meyer. Vol. 1-4, 1342 
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Rabies; effect of antibiotics, 1370 
Race: What is race? 1161 
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RADIOLOGY: 

Atlas of Normal Radiographic Anatomy (I. 
Meschan), 869 
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Chest X-ray Diagnosis (M. Ritvo), 706 

Ejinfithrung in die Réntgenologie, 5th ed. (G. F. 
Haenisch and H. Holthusen), 602 
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(H. R. Schinz and others). 1031 
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(F. Falkner and Sylvia Wisdom), 1240 (O) 

Myodil, fatal epee, . Saeieoten 
note), 518; 668 (C), 777 ( 3 (Cc) 
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Ramén y Cajal, S: 
oe Investigation : Stimulants of the Spirit, 

Ranp, C.W. See Cuneo, “> M., 429 

Ranpuig, A. P. H., SMITH, Jy H, and MEADE, 
Ae Chronic alt. juvenile jaundice, 

Rashes accompanying exudation of serum, 1320 


Raven, R. W.: Plastic artificial gullets, 164 (C) 
Rawiinson, J.: History of the main drainage of 
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Raynaud's disease and vibratory tools; claims for 
benefit under Industrial Injuries Act, 1368 

— — as industrial injury (parliamentary ‘note), 100 

— — treatment by sympathectomy, 340 

Reap, Charles, obituary of, 165 

Reape, Arthur George Lawrence, obituary of, 618 

Rectum. prolapsed. treatment of, 1370 

— Traitement Chirurgical du Cancer du Rectum, 
2nd ed. (F. d’Allaines and others), 653 

REDMAN, T. F.: Arterial spasm in limb after vene- 
puncture, 1097 (C) 

— Flying squad unit for abortions, 1309 (C) 

am, te) Urinary retention and pelvic swellings, 

Rees,G.J. See Gray, T.C., 891 

Rees, R. J. W.: Anti-tuberculous activity of certain 
non-ionic detergents, 1411 
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Publication in book form, 731 
Review of book, 980, 1152 
Anaesthetic explosions (C. F. Hadfield), 332; 
514 (C), 666 (C), 834 (C) 

Backward child—I. Pre-school age; II. School age 
and adolescence (B. H. Kirman), 1304, 1350 
Disseminated sclerosis; diagnosis, prognosis, and 

treatment (J W. A. Turner), 713 
Glandular fever (Sir Henry Tidy), 436 
Haemophilia (J V. Dacie), 1 
Hernia. abdominal, in yi ga Bowes), 1144 
Interpretation of wounds (F. E. Camps), 7 
Lacerations of the hand (R. G’ Pulvertaft). ae 
Nephritis—I. Aetiology, course. and diagnosis; 

Il Prognosis and treatment (R_ Platt), — 660 
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Capener), 1251 
Pain, surgical wa of (L. Rogers), 383 
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Ingwo' 
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Vertigo (T. Cawthorne), 931; Cc) 
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— — Research careers in medicine, 507 
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Stimulants of the Spirit (S. Ramén y Cajal), 1189 
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— — and premature induction of labour, 1005 
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bearing age; statistical study “ incidence of 
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RHEUMATIC FEVER: 

Prevention by penicillin treatment of acute sore 
throat, 725 

Rheumatic fever (C. B. Perry), 142 (correction, 610) 

Role of streptococci in causation, 889 

Treatment; A.C.T.H. cortisone, and salicylate 
therapy (F. Bach, Freedman, and‘L. Bern- 
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— — adult, “3 of glufen in, 1098 

Steet, W. A.: Hillingdon desk trolley, 1148 (C) 

Sterility. See Fertility and infertility 

Sterilization of pharmaceutical products with high- 
velocity electrons and gamma rays, 647 

Stethoscope, binaural, introduction of, 1057 

STEVENS, A. E.: Wrapping the Journal, 883 (C) 

STEVENSON, D. L:: Continuous-feed aneurysm 
needle, Pe? (©) 

STEVENSON, F. H.: W.H.O. and birth control, 338 (C) 

STEVENSON, J. .: Further observations on the 
or of Bact. coli D 433 in adult faeces, 
1 

STEVENSON, R. S.: Admission of poliomyelitis cases 
to general hospitals, 617 (C) 

STEVENSON, W.A.H. See Strauss, E. B., 64 

Stillbirths in Scotland, 1946-50, analysed by social 
classes (vital statistics), 294 

Stitches, scalpel for removal of, 1103, 1257 

Ss ings, elastic, 524 


STODDARD, A.: Vertigo, 1043 (C) 
— Specialists in physical medicine, 1307 (C) 


STOMACH: 

Acidity, control of, with milk-alkali tablets 
a a and A. B. Shaw), 180 (O); 

Cosine pad conde pension <¥. D. Park), 599 
Aen Arthur Porritt), 107 (O); 
re .. (C), a5 ¢ = si4 (C), 722 (C) 

tric neutralization mechanism, 214 

——— removed by total trectomy (P. 
Chrysospathis and J. Cossyfakis), 1333 (O 

Spontaneous rupture (R. Rejthar), 324 

p of the Stomach and Duodenum (C. E. 
Welch), 79 

Ulcer. See Peptic ulcer 


Stomatitis, angular, aetiology and treatment of, 


1 11 

Stone, J. E.: Hospital Organization and Management, 
4th ed., 133 

STONEHAM, F.J.R.: Danger from cuffed endotracheal 
tubes, 565 (C) 

Stopes, Marie C.: W.H.O. and birth control, 95 (C) 

me” Bs 4 resting of skin disinfectants, 1128 (O); 

Stott, F.D. See KeLtener, W. H., 413 

Strabismus. See Squint 

Straffen ponte case, 552 (L); 568 (medico-legal 
note); and M’Naghten rules, 674 

STRATON, N.: Teapgas Ge the so 's sweat, 393 (C) 

Strauss, E. B ANDS, D. E., ROBINSON, A. M., 
TINDALL, W. J., and STEVENSON, W. A. ~ 
Use of dehydroisoandrosterone in 
treatment; preliminary survey, 64 (O); 85 ta): 
227 (C) 

STREETEN, D. H. P., and Warp-McQuan, J. N.: 
Relation of electrolyte changes and adreno- 

cortical activity to paralytic ileus, 587 (O); 

604 (L); 776 (C), 1257 (C) 

Streptococcus haemolyticus group H, subacute bac- 
terial endocarditis caused by (R. WwW. Fairbrother 
and Kathleen M. Lord), 599 


STREPTOMYCIN: 

Acquired hypersensitivity to sodium P.A.S., 
streptomycin, and penicillin (Barbara Jeffery. 
P. rrie, and N. MacDonald), 647 (O); 
995 (C), 1205 (C) 

— sensitivity to streptomycin and sodium P.A.S. 
(D. G. Julian), 476; 723 ic 1205 (C) 

Deafness due to dihydrostreptomycin, 357 

— on tissue cultures of human skin, 1071 

or chronic ambulant tuberculous patients (O. 
Fecko. 644 (O); 778 (C) 
Post-streptomycin vertigo, 677 
Sensitivity of Staph. pyogenes to, 253 


Stress in relation to skin disorders, 417; 434 (A) 
Stretton, John Weston, obituary of, 836 

— C. R.: Left-sided appendicitis, 
Stuart, Charlotte A.: Refugees at Gaza, 941 (C) 
Students, medical; methods of selection, 493 
—  — numbers admitted to British medical schools, 

1943-51, 494 
— — see also Education, medical 
STUDZINSKI, L. P. See SHANKS, R. An 4 
~—. poe d, electric convulsi 
. H. Mitchell), 535 ~O: ‘666 ( Psy 
23 roa 


Sturpee, E. L.: W.H.O. and birth control, 95 (C) 

Subarachnoid haemorrhage; late prognosis (J. N. 
Walton), 802 (O) 

Succinyicholine, apnoea due to, 833 

— dangers of, 442 

— prolonged songiestory paralysis after, 162 

— sensitivity to, 778 

Suicide gaeuee by burning (R. J. V. Battle and 
H. E. S. Marshall), 1397 (0) 

Sulphaemoglobinaemia ‘following prolonged therapy 
with isoniazid, 1358 

Sulphamerazine crystals, urethral obstruction by 
Samer and J. P. Mitchell), 705; 882 (C), 


Cc 
‘* Sulphetrone.”. See Solapsone 
Sulphonamide crystals obstructing urethra, 1420 
— Brosh, 26.7” fixed eruption due to (M. N. 


Sighows therapy in leprosy, 330 (A); 1221 
Summers, R. D., and Gitmour, J. C.: Smokers’ 
cough, 881 (C) 


Sumner, J. B., and Myrback, K. (Editors): Enzymes ; 
Chemis: try and Mechanism of Action, Vol. rf 
Part 2, 868 

Sunburn, prevention, 1269 

Sun-glasses, 

Suprarenals. See Adrenals 


SURGERY: 
Chirurgische Operationslehre (O. Kingreen), 820 
Display of new apparatus, models, and photo- 
—— illustrating yoy: oe. 887, 1310 


k qs Surgery (R. . Ledlie ‘and M. 
Harmer), 
ay ‘ A. C. Owen and A. F. Murphy), 


Meister der Chirurgie und die Chirurgenschulen im 
Deutschen Raum (H. Killian and G. Kramer), 548 

Metabolic Response . | a (F. D. Moore and 
Margaret R. Ball), 9 

Military. See Military amedicine 
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SURGERY (continued): 
Ongagtive: headband for trapping surgeon’s sweat, 


— x a, of new unit at St. Charles’ Hos- 

pi 

— and responsibilities of the university 

oes unit (D. M. Douglas), 469 (O) 

Royal Northern Operative Surgery, 2nd ed. (Editor: 
Sir Lancelot Barrington-Ward), 79 

Surgical Papers by William Stewart Halsted, 
Vols. 1 and 2, 653 

Surgical Practice of the Lahey Clinic, 376 

Surgery. See also Gastrectomy 

— Surgical Technique (S. Power), 79 


Sutcliffe, A., and Canham, J. W.: Heights and 
Weights of Boys and Girls, 429 

SuTTON, M.: Arterial spasm "due to an intravenous 
infusion, 859 (O); 874 (A); mt (C), 1205 (C) 

SuTTON, W. K. See Gunn, A. a 1338 

Sutures, scalpel for removal of, 1103 1287 

SWAN, H. T.: Gluten in adult coeliac disease and 
idiopathic steatorrhoea, 1098 (C) 

— See Davinson, L. S. P., 1059 

SWANN, P.G. See ParK, W. D., 1185 

SWEETNAM, W. P.: Admission of poliomyelitis cases 
to hospitals, 994 (C) 

Swyer, G.I. M. See Barns, H. H. F., 914 

Sycosis barbae, p: = factors, 419 

— — treatment o! 

Sydney, University of. See Universities: Sydney 

SyMMERS, W. St. C.: Thrombotic microangiopathic 
haemolytic anaemia (thrombotic microangio- 
pathy), 897 (O) 

Sympathectomy for Raynaud’s disease, 340 

Sapgiete | ganglion, superior cervical, neurinoma 
of (N. G. McGuire), 1398 

Symphysis ubis, spontaneous rupture in normal 
~~ M. Scholtz), 475 

age, R R M-. awarded Nobel prize for chemistry, 

ynge, V. M.: Pain as protective mechanism, 146 

Syringe label, 1102 

— service, in }..-# practice, 231 


T 


Tabes dorsalis, occupational trophic ulcer in (P. 
Silver), 1296 
Tachycardia, vo and psychogenic; differen- 
tial diagnosis, 573 
Talcum powder, dermatitis due to, 515 
Talipes equino-varus, . w} treated with divided 
plaster casts, 283, 390, 6 
Tangye, Claude Edward, _\ Ai of, 671, 121 
TANNER, Joan: Self-demand feeding, 1419 (Cc 
Tanner, N. S.: Diagnosis and treatment of haema- 
temesis, 151 
Tantalum wire, radioactive, in treatment of squamous 
carcinoma of cheek, 994, 1 
Tapeworm infestation and its eatuent, 988 
Taste, effect of chorda tympani lesion -. 1320 
Taylor, Cedric Rowland, obituary of, 567 
— & S.: Acute laryngotracheobronchitis, 
1361 
TAYLOR, R. B.: Ultra-short-acting relaxants, 162 cc) 
TAYLor, R. C.: Pathologists’ opinions, 1100 (C) 
TAYLOR, W. K.: Carotinaemia, 443 (C) 
Teare, R. D.: Causes of death in early adult life, ae 
Teeth: Indications and risks in mass extraction, 9 
— see also Dentistry 
Telangiectasia in malignant disease, 912 
Television: Documentary programme on the family 
doctor, 522 
TELLING, M. See CHANDLER, G. N., 639 
Tendo calcaneus, painful, 1320 
Tendovaginitis, 44 
TERRAMYCIN : 
Effect on tissue cultures of human skin, 1071 
In pertussis, 1186 
In pneumonia in children (O. D. Fisher and C. R. 
Whitfield), 864 (O) 
Sensitivity of Staph. pyogenes to, 253 
Supplies, 887 


Testicle: Significance of testicular exfoliation in male 
s80) (Mary Barton and B. P. Wiesner), 


958 ( 

— torsion of, 1146 

Testosterone Sore | o. pruri of obstructive 
jaundice (H Lloyd Thontas and Sheila 
Sherlock), 1289 (O) (correction, 1432) 

Tetanus prophylaxis in public schools, 158 

— successfully treated with gallam 7 
(E. Smith and N. A. Thee, | 1291 (O) 

Therapeutics: Control of new remedies (Sir Weldon 
Dalrymple-Champneys), 385 

Thermometry, clinical, 444 

Thimble, obstetric, 1102 

Thiopentone, influence of controlled respiration on 
dosage in abdominal s ry, 893 

Thiosemicarbazone; toxic effects, 1141 (A) 

Thiouracil and agranulocytosis, 733 

— in toxic goitre; late results in a & pertons ries 
(D. Pate: ante Agne s T. Ke ), ose7 (o) 

Tuo, K. S.: of soda lime, 997 (C) 

THOMAS, D.. F.: “io method of post-operative 
ney of torticollis, 1309 (C) 

Tuomas, D. W.: Left-sided appendicitis, 43 (C) 


Thomas, Frank | Leslie, obituary of, 1 


Thomas, G.: Rosy diagnosis of rheumatic carditis 
in children, 152 

Thomas, Hu Owen, memorial to, 295 

Tuomas, J. H., and Brewster, O. M.: Friedlander 
pneumonia with massive necrosis of lung, 817 

Thompson, A.: Cardiac disease in pregnancy, 222 

Thompson, E. 7. and Hayden, Adaline C.: extbook 
and Guide to the Standard Nomenclature of 
Diseases and sang 1082 

Thompson, E. W. L.: Habitual abortion and intra- 
uterine death of foetus, 224 

— appointed Master of the Rotunda, 1318 

.: Oesophagus, carcinoma of, 215 

— Scientific exhibition, (C) 

THOMSON, A. M.: Growth of children, 1148 (C) 

on, 168 o L., hon. LL.D., Aberdeen, conferred 
on, 

THOMSON, W. O.: Sudden death following an injec- 
tion of penicillin, 70 (O); 392 (C) 

Thorax. See Chest 

THORNE, N. A.- See Smitu, E., 1291 

THORNTON, C. E.: Abuse of antibiotics, 1413 (C) 

Threadworm infestation and its treatment, 

Throat pack for facio-maxillary surgery, 677, 790 

Thrombocytopenic purpura recurring in successive 
pregnancies (G. T. Hammond), 1340 

— — with infectious mononucleosis (C. M. Ogilvie 

eR iY vt (0); 1151 (C), 1205 Oe. 

‘om cerebral, complicating pregnancy 
Dowie), oe pg. — 

— coronary, ponse to treatment (A. R. 
Gilchrist), 3 ‘SI Oo; 8 (L); 515 (C) 

— Thrombotic :microangiopathic haemolytic anaemia 
(thrombotic microangiopathy) (W. St. C. 
Symmers), 897 (O) 

" vageal treated with fuchsonium com- 


pound, 813 
IN, J. G.: Cerebral thrombosis complicating 
pregnancy, 780 (Cc) 
Thyroid: Carcinoma; early stages (M. Dargent and 
P. Guinet), 1122 (0); % i307 a) 
— — indications for radio-iodine t (BE. BE 
Pochin and others), 1115(O); 1139): $1358 (0) 
— pathogenesis of 5 aoe goitre; a review (A. W 
Spence), 529 (O) 
Thyrotoxicosis simulated by phaeochromocytoma 
(J. V. S. A. Davies), 77 
— thiourocil treatment; late results -—" a <o: 
Douglas and Agnes T =e 


— treatment, 1269 
y < Aneurysm needle with continuous- 
feed, 1201, 1359 
Twy, Sir Henry: Banti’s disease and splenic anaemia 
wow and aetiology, 1 (O); 31 (A; 


— Glandular fever, 436 

Ticertr, W. D.: Graduate education of physicians 
in the medical service of the United States 
Ane, 458 (O) 

TIGHE, J. R.: W.H.O. and birth control, 95 (C) 

TILLMAN, W. G.: Alopecia congenita; report of two 
families, 428 

TINCKLER, L. F. See Dunpee, J. W., 703 

TINDALL, ‘Ww. J. See Strauss, E. B., 64 

Tinnitus; treatment in the elderly, 350 

TizarpD, D. A. T.: W.H.O. and birth control, 338 (C) 

Tizard, J. P. M.: Intracranial haemorrhage in the 
newborn, 154 


be. A d pul 1276 
e and pulmonary carcinoma, 
Smoke; carcinoma in mice induced by cigarette 
—. 1391 
Smoking; cigarette paper a cause of smokers’ 
cae 670, 881 
ow ible carcinogens in re-used cigarette ends, 


— role in aetiology of carcino’ ung (R. D 
and A. B. Hill), 1271 (O); 1399 rif . tai7 or 
— saltpetre and cigarettes, 881, 1046 


Tocopherols. See Vitamin E 

Topp, J.: Visual hallucination of the self, 286 (C) 

Todd, R. M.: Treatment of primary tuberculosis, 1 155 

Toes: Hallux valgus and rigidus treated by arthrode- 
sis of metatarso-phalangeal joint (N. R. Smith), 
1385 (O) 

— varus displacement, 453 

Tolazoline; intra-arterial injection, 809 

— use in heart failure, 164 

Tongue, black hairy, causes, pathology, and treat- 
ment of, 889 

— in the nasopharynx 

—_ epemocoesal —- and geographical tongue, 


524 

Tonsil and Allied Problems (R. H. Parkinson), 1031 

Tonsillectomy; paralysis due to popes at 
operation (medicolegal note), 12 

_ a . 1143 (A) 

Toouey, M.: of anticoagulants dicou- 
marol, seme and phenylindandione by 
vitamin K,, O) 

Tooth. See Dentistry; Teeth 

Tope president of Society of Medical a 

of Heat, th, 731; presidential ge i 

Tortico is, treatment, post-operative 

Townsend, Arthur Allen Deykin, obituary of, 517 


ee 
poisoning, acute, caused by a, by setting Gets uid 
a 7 ae casts (L. C. Harris 
Jackson), 1024 (O); 1058 


TOXICOLOGY (continued): 
Agetaeine, hypersensitivity (medico-legal note), 


Arsenical poisoning, chronic, due to prolonged 
administration of a bromide and. mixture 
(R. R. Hughes), a 

Children, poisoning, re 1431 

Detergent, death a... 1348 A) 

Fluoroacetate poisoning; puzzle for therapy 
(Sir Rudolph A. Peters), 1165 (O); pi Ae 

Lead; value of haematology in diagnosis 
erence. Fullerton), 117 (0); ‘Say 

Mercury poisoning from dental amal , 393 

Metallic mercury, is it po 7,9 

Nerve gas; chief characteristics and notes 
first-aid treatment, 334; 614 (C), 1041 (C) 

Nupeceaine poisoning, fatal (medico-legal note), 


Pethidine poisoning, acute (C. Romer), 1135 


TrRAcEY, Lilian E.: Self-demand feeding, 1418 (C) 

Tracheotomy in acute obliterative seregetresies 
bronchitis (J. N. Briggs and J. R Itine), 
1064 (O); 1361 (C) 

Tracy, Susan. See Geffen, D. H., 376 

Trades Union Congress and bacteriological warfare, 


Travel: Inoculations for travellers, 243 
— sickness. See aS sae 
r id Ritred Frank, obit f, 726, 783 
Te T Tan on t*) 
dgol a 


Trichlorethylene: Clinical tests of “trilene” 
inhalers, 9 
— in a idwitery (F. de B. Whyte), 156 
Trichomonas vaginitis, aetiology of, 1224 
— diagnosis of, 1225 
3:5:3° Trllodetyvonine, 389 
Trinity College Dublin. See Universities: Dublin, 


Trinity Colle lege 
“Teanen,” antagonistic effect of vitamin K, on, 


— in coronary thrombosis, 352 
Tropical medicine: Diplomas, 510 
— — Fifth international congress, 452 
TROUNCE, J. R. See FINNEGAN, T. R. L., 75 
TROWELL, H.C. aoe, J.N. P.: Kwashiorkor: 
Nutritional’ back ockgrous , distribution, 
and incidence, 796 (Oo); 821 L); 1041 (C), 
1096 5), 1257 Oo . 
— — and ~~ -" Page mm ip Clinical 
foc ot em 
(03; "821 1 (1); 1041 oN 1096 6 (C) 
TRuETA, J.: Con of bone length, 995 (C) 
Trypanosomiasis: rel gian prize offered, 949 
ee (ae , 221 Dente ) 193 (0) 
aguets un = 
— outbreak (R. & Baie 92(O0 H 
Tsan Yuk Maternity H 
Tuberculin: Effect of cortisone on 
in sarcoidosis (D. A. pore oes 
1126 (O) 


GS Seeddlaw’ 
—_ of jell 


observations 
(J. D. Lendrum), 649 ( ); ns 79 1c) 1203 (C) 


“ _.. patch tests, 230; 442 (©) 


TUBERCULOSIS: 
B.C.G. immunization, 1012 
— vaccine; use by local health authorities (parlia- 
mentary note), 46 
Causes ~. Prevention of Tuberculosis (B. R. 
PI a od 


a J.W.M Miller, 101 1013 Oe 307 (C) 
Conference: Commonwealth Health and 
Tuberculosis by ne A 210 


Control in Sarawak, — 
Di to artifacts in sputum 


iagnosis ; on 
containers, 350 
— tuberculin patch tests, 230, 442 
Genital, in the female, 281 
Immunization; recent advances, 1012 
a a England and Wales (parliamentary 
n 
iliary, in case of acute disseminated lupus 
erythematosus Seed we with A.C.T.H. (Betty 
ren pebopemaieatetesenn, 008 
on- scl erapy, 
rh scheme. for ex-tuberculosis patients 
Pelvic, rte pregnancy Gas Denalésesd, 128 (O) 
Pulmonary, air trave 
— in Rhondda Fach; interim ‘report of a 
of a — omen L. Cochrane, J 
Con, at . Jarman), 843 (O);; 870 (L)3 
— treatment with calcium; value and effect on 
other therapeutic agents, 841 , 
—_-— isoniazid, 1103 
— — with isoniazid; interim report to the Medical 
Research Council by the Chemo- 
therapy Trials Committee, 735; 764 (L) 
Research; dollar grant for University College, 
Stude “ay ~ ie help for, 164 
ents, tu lous, ‘or, 
Testing: technique of jelly (tuberculin) H 
urther observations (J #3. Lendrum), 649 649 (Oi 
$79 tc. 1203 (C) 
— tuberculin patch tests, 230, 442 
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Treatment. See also Tuberculosis, pulmonary, 
treatment 

— Acquired hypersensitivity to sodium PAs. 

streptomycin, and penicillin (Barbara Jeff ery, 

Ary and N. MacDonald), 647 (O); 995(C 
1205 ¢ 

— Acquired aay to streptomycin and 
sodium P.A.S. (D. G. Julian), 476; 723 (C), 
1205 (C) 

— Senora, Bis. 1411 

— domiciliary, 210 

— in children. 154 (correction, 293) 

— in Switzerland (parliamentary note), 1426 

— of chronic ambulant patients with streptomycin 
(O. Clarke), 644 (O); 778 (C) 

— Testing anti-tuberculosis drugs, 1402 (L) 

Tuberculosis Educational Institute, 521 

Tuberculous meningitis; observations on labora- 
to, = diagnosis (R. W. S. Harvey), 360 (O); 


Pn capects of its sesgmant(A. R. Somner), 
nie (O); 380 (A); 515 
; treatment (W. Ww. Galbraith), 953 (O); 
ba) a) 


p-Tubocurarine chloride, influence of controlled 
respiration on dosage i in abdominal surgery, 893 

Tupor-EDWarps, R.: Harrow and Wealdstone train 
oy | 929 (A); 942 (C) 

TUMARKIN, A.: Otitis and ear » 1361 (C) 
Tumours: Stimulation of — with cortisone 
(H. N. Green and H. J. Whiteley), 538 (O) 

— Tumors of the Skin: Benign and Mali t, 2nd 
ed. 8 ¢. J. Eller and W. D. Eller), 601 
Turner, D. B.: A case of phlegmasia cerulea 

dolens, 1 183 (O) 
Turner, G. G.; bequests, 1162 
Turner, J. W. A.: Disseminated sclerosis, 713 
Turney, J. P.: Cauda equina lesion due to spondy- 
lolisthesis, 1028 


Twin in the African (W. F. Ross), 1336 (O) 
Typhoid ert bacteriophage-typing, 681 


— negative phase after T.A.B. vaccination, 297 

— osteomyelitis due to Salm_typhi; report of case 
and review of literature (J Ferrier), 318 (O) 

Typhus: Case of tick typhus (R. F. Butterworth), 866 

— Typhus group of fevers (R. Lewthwaite), 826, 875 


U 


Uganda, rural health services, 1267 

Ulcer, gastric. See Peptic ulcer, 24 

— trophic, occupational, in tabes dorsalis (P. 
Silver), 1296 

ULusoy,M. See Gunn, A. L., 1338 

Umbilical cord, haematoma of (F. H. Beseee, 1081 

Umbilicus, hernia, appliances not needed in, | 

Ungley, C.C.: Vitamin By, | 154 

United Nations Organization: 
accidents, 853 


Prevention of road 


UNITED STATES OF AMERICA: 

Armed Forces medical personnel, 731 

Cost of living in New Y ork, 22 

Graduate education of physicians in the medical 
service of the United States Army (W. D. Tigertt), 
458 (O) 

Health insurance scheme, 915 

Impressions of graduate medical education in the 
U.S.A. (W. M. Arnott), 461 (O) 

Pompretuste education in America; impressions 
(C Hawkins). 464 (O) 


Urea: 


Universities (continued): 


Dublin: Degrees conferred, 168, 1107 
Diplomas granted, 168 . 
Honorary degrees conferred, 168 
bas > Calne Honorary degrees conferred, 


Undergraduate facilities, 501 
Durham: Degrees conferred, 886 
Undergraduate facilities, 499 
Edinburgh: Degrees conferred, 238 
Diplomas awarded, 238 
Honorary degrees conferred, 238 
a grant for general practice teaching 
unit 
Scholarships, bursaries and prizes, 239 
Undergraduate facilities, 500 
Glasgow: Careers chosen by graduates, 1235 
Degrees conferred, 292 
Diplomas awarded, 292 
Honorary degrees conferred, 47 
Honorary Fellows admitted, 569 
Prizes, 292 
Undergraduate facilities, 500 
Ireland. National University: Honorary degrees 
conferred, 169 
Undergraduate facilities, 501 
Leos: Appointments and retirements, 101, 239, 


P. J. Moir elected professor of surgery, 1107 
Undergraduate facilities, 499 
Liverpool: Examination results, 169, 1107 
Undergraduate facilities, 498 
London: Appointments, 169, 518, 569 
Degrees conferred, 519 
Diplomas awarded, 292, 1107 
Examination results, 5 i9 
Professors emeritus, 518 
Sanderson-Wells Fund, 519 
Teachers recognized, 169, 519, 569 
Wiltshire Memorial Research Siateatlp, 729 
Manchester: Examination results, 169 
H Raper Prize, 519 
Undergraduate a 498 
Otago: M. F. A. W oodruff appointed to Chair of 
Surgery, 839 
Oxford: Appointments, 886, 1365 
s conferred, 47, 167, 518, 1106, 1365 
Guinness research fellowships, 1003 
Institute of Social Medicine, 1142 
a 2 \ eepeanas Hall; Florey Trust founded, 
11 
Postgraduate facilities, 504 
Prizes, 1365 
Scholarships, 886, 1159 
Undergraduate facilities, 497 
St. Andrews: Degrees conferred, 1107 
Examination results. 168 
Undergraduate facilities, 500 
= Appointments and retirements, 101, 292, 
11 
Degrees conferred, 169 
Inaugural address at new session, 877 
Undergraduate facilities, 499 
Sydney: Centenary (K. Inglis), 439; 993 (C) 
Sir Charles James Martin research fellowships, 
432(L); 451 
Wales; Welsh National School of Medicine: 
Appointments, 47 
Exzmination results, 519, 1107 
Inaugural address at new session, 878 
Undergraduate facilities, 500 


University College Hospital Medical School, under- 


graduate facilities, 496; cpening address at new 
session, 878 
Routine use of liquid urea medium for 





Usted. States Public Health Service 1798-1950 
(R. C. Williams), 326 


UNIVERSITIES : 


Aberdeen: Degrees conferred, 168 
Honorary degrees conferred, 168 
Undergraduate facilities, 500 : 
Adelaide: H. N. Robson appointed to Chair of 
Medicine, 950 
Beliest, Queen's University: Examination results, 
$1 


Honorary degrees conferred, 239 
J. A. Sinton elected Pro-Chancellor, 1267 
Undergraduate facilities, 500 
Riaieeeen : R.S. Aitken elected Vice-chancellor, 
1 
Appointments, 47, ey 519, 569 
Degrees conferred. 519 
Inaugural address at opening of new session, 878 
A. B. MacGre ~ appointed Professor of Dental 
Surgery. 126 
Undergraduate facilities, 499 
Bristol: Examination results, 169 
Undergraduate facilities, 499 
Cambridge: Alumni Cantabrigienses, 265 
Announcements, 518 
Appointments, 1106, 1159 
Degrees conferred, 518, 1107, 1159 
Elisabeth Storey Fund, for research on leuk- 
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Manual and Atlas (R. W. Lippman), 762 


Urology: British Association of Urological Surgeons, 
officers elected, 171 

— Institute of Urology. 504 

— — Pathology, Vols. 1 and 2 (P. A. Herbut), 
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941 (C), 996 (C), = (Cc), 1359 

VERNON, H. K. BURKE, 

Vertigo; causes, agnosis. pA management 
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Vickers, H. R.: Angular stomatitis, 1164 

Victor Horsley ‘Memorial Lecture, 950, 1162 

Vinegest. Y.: Service de Santé en Grande-Bretagne, 
2 


Vinci, Leonardo da, as writer and Latin scholar, 38 
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(I. Welsh), 1133 (O) 
— in pernicious anaemia, 1204, 1360 

— single massive dose in untreated pernicious 
anaemia (W. Walker and R. B. Hunter), 593 (O) 
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